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(54) Title: METHOD FOR PREDICTION OF THE EFFICACY OF VASCULARIZATION INHIBITOR 
(54) JgH0)«ft: jftLttSr^BSftKaAJK^arr ^>^?± 

(57) Abstract: Disclosed is a method for the prediction of the efficacy of a vascularization inhibitor. In the method, the anti-tumor 
effect of a vascularization inhibitor can be predicted by measuring the number of blood vessels surrounded by pericytes in a tumor 
and using the measurement value as a measure for the anti-tumor effect. 
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*mmn, ^mm^mm^K. mx-vs. sfoWft&mmmMm^- (vascular 

Endothelial Growth Factor (J^T, TVEGFJ t ffilr 5 M^tf 3 ) ) IM^^tt^* 

1-5#3ff (^.T. TVEGF Wmm%\ ^ttSI^fe^) ^m^^jt- 3$r#i 
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hfrK^nx^^&o Mx-it, ikWff^HT-«^-eM^^ ; S:f|J^^ioTv^6 vegf 

15 xtrcmm®)^&^vtc^ ttm^znx^^ (1) 0 

jkWfr^PW#5K^rfflv^c^^a*J; < 51*6, qol ^±^n^kir^ tab 

id. #^^Wffl7?fc§ (4) 0 m\—^\^^^X\±m±, $k^< (DmZZ&teZfoXi^Z 

(5) o flr^Wt^fi, Dynamic Contrast-Enhanced Magnetic Resonance Imaging 
(DCE-MRI), Positron Emission Tomograpy (PET), Interstitial Fluid Pressure, 
25 serum VEGF ft ¥ (D^mffftl htlX & <9 , *P X h DCE-MRI fi, ifU-WfT^PflW^ff ^ 
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io -e^Tt)J;i\ 

Hi m * <d ik m Wi *3 j; d< lit m * <e> ^ & is j& -e a t> /c jk w m. & m & -r s x a 

BfrTSXfM^ 

(D */c« (2) {cts«(D^fe(cio^T, mm it, m&^-frhn&ztitch 

20 (1) (2) ^fe^(D^fe^fcV>T, i^^^^-ea^n/ijfiLfto^j^ 

^7/^^^e>*3 PDGF u-fe:/* — ^^^SS¥75^il^^tL5 / >^< d:^ — o 

25 ^b^lft^£> in situ ^ 7* y ^Vif— ^3 ^ ;£ tt^filft RT-PCR (-J: <9 ?T 5 

^fc, ( 1 ) 2) ^ffigccD^?£^^V^T Jl^^^ikf^cD^J^fiXDSU 

wVF, CD34, CD105 N CXCR4 > CD146, CD133, KDR & J; t>* KIT frb ft -5 h jIJR £ 
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ONV alI v a12 V all te, fc^ffi?, BiftSSr^rUTV^-Ct .tv^d 

R 1 Mi, ^R*j^^, tUS^f Lt^Tt iv^Ci.^^^/H, Ill^t 
LTV^-C & iv^C 2 _ 6 T/v^^ /i^fi, B^S^W Ct^'CtJ:^C 2 _ 6 7^^ 

^TU^C 6 _ 10 7!J — IlS^f LT^T & =tV^ 5~ 1 Ol^fDT 

t*S^ttTv^tJ:^ ; ty-c 1 _ 6 7/^75yS^I*t5 ; 

R 1 Mi, ^^^^TbfiBmS^^rbTVNT^ctVNC^eTyv^^S^^^-t- 
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nl, 7^;l> I^S^LT^-CtJ:V>C 1 _ 6 7^^;H, gi&S£r^TL 

tfeSSr^b-CV^T t .tV^C 2 _ 7 T^/vS, g^^^WLT^Tt =fcV^C 2 _ 7 T 
~>*^*^^St fcliS- C O N V d 1 V d2 V d 1 *5 £t>*V d 2 {3\ 
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15 (1) ^fcte (2) (ClEf&tf^ifcdiS^'T, VEGF l^-fe^ 0 ^ — ^f-j— ifPfi^^K 

^fc, (l) (2) mSEi&^ifcteias^-C, ifa-WfrM^SCf^ 0»Jx.fcf, 

20 fei VEGF fctft:, #t VEGF #tf*\' FGF 1/1? 7°^ — 3-^ — if PDGF 

l/t/^- 1?R&S4*fC, EGF U-fe^ 5 ^— ifPl^^lW, jjC FGF Hr:/ 
^— Infl^ feiPDGF JrCEGF Uir 7°^ — trtf*, tftFGFJnffc, PDGF 

^|$:fcJ;t) $ ^EGF^ii#:7!)^^5S¥*^il^^n^^>^< £ fc— o-C&of «fcV\, 
(3) (1) (2) tCfE«©^r«fetc*3V>-C^ffli-Sfc«>©^S' Ft'fcot, 

25 irC a -SMA taf*, jrC^"^ ^ ^fei^, IjC = ^ K u 4 =J- ^UWtzf n y # V 4 

■ trifle fet^/^/K-^jjLf*. Jtl # A-? 2 ^ ^ ^ Jnft:*; J; XlifL PDGF Hr:^* — fct 

. (4) (1) £fc(S (2) tCiES<^&i-*5VNT^ffl-^<5fc#><D^;y htfeot, 
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B^-s ^/^^^^ViafH^^ it/ PDGF Ui?^— itfs 



io r. bfr^mtteofco 

15 mmvffi&teuw 

? tvi^r ^ y X/v-fc^sv) 7^y7xy^^) -7-y 

fl^^J 1 f3y 4- (3-^nn-4- (v'^n7'nt>7>;y 7^ 

- 7 -J. V 6 V ^X/istf^-Q-^ K£r, it^^) 2 «y 

5- (5-7/Vtn-2-t^y-l, 2 - v?fc Kn-f y K— /V— 3 — 4 V f'y 
25 y ^VV) - 2 , 4 - v=y ^vV- 1 H- fc°n — /W- 3 -^/W2j?^r^y 5/ y T *S y Y 

(2 y ^^vv) T 5; K§r^i\ 
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io i^sm, &mbLx&mm&iz.i&fyj&&t>(Dk-$-2> 0 2005^8^1 

0 UliiiL, &5 4#«g JP2005-223440 ^-CQ^rpfjt^fg 

15 sfo^m±mwmw(Dm%m®W:&^m^zxmx3b^x, mm^n 

mfcmmxmfrfttcsfomwii&mfei-zjLUb, m^mrnxm^titahLmm^mm 
t br, mB^^skm^±^m^K^M\^xmm^{kxh^^t^mm-r^T. 

20 1. mm^<vm&mmxMtenfc\kmm%fflife-rz)T.fe 

K£ <0l%%iVtib£(D3:$ £ 2 ~3 mm) XX <. ^^la^lllit^ 

WV&L-tlb #<D*# £ Xt>£< , mi££nz>h<Dxiz?£\;\ 

. mawum^ m^mfe^n-f. mx.it. mmm. mm. ±&m. ^m. mm. 
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?L^S, mm, itJ»©«, (*£Ji§«, Efli^) , Bgffifc 

(#i;Lff, #sk, «tfiE #*°^em, mmm. ikwmm, mmmm^n , 

(Miff, 'Stt-frMtteik^ (cml) , ^t£#Mt£SMi (amlK It-ffiy^ 

5 ^°3« & ikm (CLL) *5 J; t>*^t£ y S ikfR (ALL) , V 1"<M. jgtt V ^^M, 

#3§tt#fiffi (mm) &if) ^/--w^'^W <t^-e#3 0 

^lHJ-fh (pericyte) <^<bJ:{i*L, ^iBlkW^lM^ <9 IffitP 

^1 ^ ^[B ^ . a¥rf^lffl^MT^^^ ( a -smooth muscle actin, A^T T a -SMAJ 
10 ttt5f^^fc§)^f^ 5; Kn^^^a^-7°o^^^y ^7^4 (J^T\ 

TNG-2J if^-f^^-c^feS), t> /U- ^/P-x^^E^- (Characterization of 

smooth muscle cell and pericyte differentiation in the rat retina in vivo. 
Investigative. Ophthalmology. Visual Science. 45, 2795-2806, 2004. ) „ 
Platelet-derived growth factor Receptor (^T\ TPDGF V-^-f $ — \ bffi-f~Z> 
15 JH'n'^fc-5) (Cellular abnormalities of blood vessels as targets in cancer. 
Current Opinion in Genetics and Development. 15, 102-111. 2005.) ^<Jf£r?£ 
S,L"Cfc !) , l£7c^ W> VIII H-?- (A new method for isolation of smooth muscle 
cells from human umbilical cord arteries. Scand J. Clin. Lab. Invest. 57, 
21-29, 1997.) joctO 5 GFAP (Localization of Brain Endothelial Luminal and 
20 Abluminal Transporters with Immunogold Electron Microscopy. NeuroRx. , 2, 
27-43, 2005. ) 5r|g^ LTV^V^cfe, r th h (D%m<D^m^m^<^ - t K <£ K> . 
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/< ? n& ct it n mRNA <Dft&&mm tvxm M~t a r £ a* -e t s „ 

— mRNA <£>$9^fi, 09xJi> in situ ^4 Z? V #4 > 3 S —*f^zf 
n y h fjfc$f > DNA ^ n T W > RT-PCR, ^*^J RT-PCR ft ^(D^fei&Sfctf 
15 £?£L<fiin situ^N^^y ^V if— 3 «fc tf^ftlHj RT-PCR tfS&tf hflZ> 0 

In situ x^:/y 09*.Wf, HifelE^BiJflfl- Mfc^-X^ 

ut, m fkmmxm. *> n tz. jUl wife: © $j ^ ?£o — 09 to^t fanc-t- 5 „ 

wfcKftV^ &g?2fefi, P 127-pl63, ^P*±, 1997) 0 

t)®iutu*tbfe«*tt, 09x.«\ ^a-c'fc «t < , s^b^ra^tTo 

TiJ;t\ *fc, ^^ffi^fi, 09x.fi. oct ny/^y K*^te«fc tf-SSi-S ^ 
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mfefct&MKte, */^7^ft K, £r*L<te 4% PFA/PBSC-) 2rfflV^<5 w t 

zfth com^n, aut-r s * w * sets «t m&m-t & m*m\^c- ^xm^m 

-e#5„ (tu*ra<7> Effete, #t-Pg^$tb-f, w^i-5^w-«^5ti3«ttJ t ftffli-s 

10 fc, jM^Jttt, 0»J;tf£, BSA, Triton-XlOO, tween20, 75r A ^ /l^ (skim milk) , 

r^ds-e^So ±JSkfet^fi. ^^Wt-J; .«9S»*tbrv^sr uv\ £g 

f^fffi, 7/^!J7*^77^-t ^/i^^r^— if, ^n-^ 

t^rv'^-f > & -13 7 9 V "> y — if /«£ if <7> S# H , ' FITC ( Fluorescein 
20 isothiocianate) , Alexa488, PE, Rhodamin, Texas Red, Cy3, Cy5, Al lophycocyanin, 
PharRed, DsRed, AmCyan, ZsGreen, ZsYellow, AsRed, HcRed t£ }f <Di&%tM%.$o 

^M/7"h7^y4^ii, mmmm^^ vmmzftxi^z^ turn* us & 

25 IM>K«:, T/V7J y 7t^7r * if, ^/^^ v^ — if , ^=i— ^ 

if, $--$77 h if g£3{f, FITC, Alexa488, PE, Rhodamin, 

Texas Red, Cy3, Cy5, Al lophycocyanin, PharRed, DsRed, AmCyan, ZsGreen, ZsYellow, 

AsRed, HcRed ft if <D$kytm i g.& &> if h ft 5 „ S/^^>lt^rt (0iJ;tfi£, Rfc&Wi, 

12 
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tfifomgc. Rmmrn. Rfcum, mtiE-tz>*>'<m&&Tfi 

Ht^T^y^y^^y (diaminobenzidine; DAB) & ^HMJ^t^gM £ i±" 

m m a* t /U % y ? * * -7 ? $ — if <d m & \z. n , #j x. «\ iiht 

10 5-bromo-4-chloro-3-indolyl phosphate &<*f$r> 3§fet£^t LT— h D 7>-f 
h^^y^A (nitrobluetetrazorium) ft if ^|M^^0>t t-^ftfe £ 3 CI i ^"C # 

T CSPD (disodium 3- (4-methoxyspiro {1, 2-dioxetane-3, 2' -(5' -chloro) 
tricyclo [3. 3. 1. I 3 7 ] decan} -4-yl) phenyl phosphate) ft if 3r ijfi;S§|#J >t gtftfe 

20 m$kGL&ft? z. t&x% z> 0 

zbiz^ mnz&mzvtimi&tyKn, ^m^ArnxmA-r^^t^x^ 
m&mmxmt>fttcih^mi,m)&mmzwmift^m^& mRM ©3bs**b« 

£ LtSiK) RT-PCR J; 9 an^i-s r <b So 
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litc^UT TRIZ0Lf« Wyt^nv?iy|i) ^iJDL, JJMIM^*^^ 

*i5^(ffl»b<S»,«^U,^ia-C2~3^ffltt«^3S'i>«rtT5 (i2,ooox g , 
10#fB, 4°C) 0 isnMJL TKS^rff LV^a — :/{::^U ^tit^yyntVkT^ 
5 3— /v£;bn;t, ^a-e 10 5>ratt««3t'C."S:tT 5 (12, 000 Xg, 10^, 4°c) 0 # 

^grlft RT-PCR (D^mn, M?ll-£, ltBT-W^&O-^ n — Zf (TaqMan Gene 
Expression Assays mixture (ASSAYS-ON-DEMAND), T^^-i FVWtv'^rivX 
10 tt) ^oiU^ABI Prism 7900 Sequence Detection System (Perkin-Elmer Applied 
Biosystems f±) £:ffl^-C, ?X<D J; ? t-if 9 d So 

-Cfc.SiglE^KJtf?^ #btt7t RNA ^ dNTP, oligo d(T) 16 4 ^ — , RNase 
Inhibitor , Multiscribe Reverse Transcriptase ( Perkin-Elmer Applied 

15 Biosystems) £AP;L, 25°C^T 10 #H8(fci&1£, 48°C^T 30 •ftWN&rtT S - t iZ 
£<9ft?o RJS £ 95°C 5 ftmtiUm-t &Z\tlz£<9 Wit £ * So 

#k*Lfc cDNA £H 2 IfcPgcD PCR SJ£MWt"So PCR 0!l;tfif , 4 ng cDNA, 

lxSYBR PCR buffer, 3 mM MgCl 2 , # 200 n M dATP, dCTP, dGTP, 400 ju M dUTP, 
200 nM primer pair, 0. 01 U/ u 1 AmpErase UNG, 0. 025 U/ // 1 AmpliTaq Gold DNA 

20 Polymerase (Perkin-Elmer Applied Biosystems) (D^J^^ "Cff 5 0 Rfo^i^tes 
50°C 2#ffl, 95°C lO^OS^tx 95°C 20 #M • 55°C 20 #^1 • 72°C 30 fJ>W 
(D-y-^T 40 "tr-f ^/wefr 5o 7°^^-^ — *5 =tt/7°C3— ^"lxL«\ Primer 

Expression (Perkin-Elmer Applied Biosystems) ^rffi V '•"Clxiff "t~S C <Jr ^"CcF So 
7c , ^7 A ~^ — do ct 7° n — zf\X^ TaqMan Gene Expression Assays mixture 

25 (ASSAYS-ON-DEMAND, 7^7^ K^t^rAX|t) ^ffl^-5:Ht^5„ 

fc^ 1 , S L< !i GAPDH, j3-actin, 18S ribosomal RNA ft if <D mRNA 1"</Wd <£ 
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W^^m-TS^ W*3j:^/^fc«jtfH^- (mRNA) tflfctf, CD3X wVF 

5 (von Willebrand Factor), CD34, CD105, CXCR4, CD146, CD133, KDR (VEGF2 M 
S^'ffc) do cfc Xf- KIT (Vascular and haematopoietic stem cells: novel targets 
for anti-angiogenesis therapy? Nature Reviews Cancer, 2, 826-35, 2002. ) 

jfiLW«o»J^ffitPi«i^, f^x.«\ &ffifl^iHj;frSc> in situ /^^y^t* 

Wm^ct^JS^^T-a^ttT^^v^JkWmo^ft) T?liE-rsr £ tij; 9 , ^ 
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mm ^ <o m mm -e* frntuk^m. a* *> & v « > # ikwtf ^pi*^ 
mat u -c iSiflSgtt-eJte v ^ ^wf-r 5 r ^ t? ^ § 0 

t?«*>ix^:ifiLW«C©Jt*^, 25%J^T, b < fit 20%J^T, =t «9 £f £ L < fit 15% 

jkWfk*s^v>»^fit, ±m<D mi%mm^m.t>rifcihwm& / j>^^M&] 

25 ftffllS^«;b;h,;fcJh#&a^ftV^'£fi % -hlBcDifi^, ^^S#fi±, ifa-Wfr^Pfr 
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#^*ti- 5 fawm±mmwn(v?frm®}^ & mj-t s &&&&& a r £ a*-c# 5„ 
«> k: , is * © m & mm xmt>titcih mw. % nm-r § ^^*tie 0 

- — 4- ( -> ^ p 7 s n tVl' 7 ^ / * ^ = ^) 7 ^ / 7 x y Jf- 

20 - 7 h^rv-- 6 V ^Ufrtf^-V-^ h\ & L < te^<£>^S^(ft KlfF^ £ 

25 S^SrfT 5 r. k&-C%Z>o Lfci>ot, *SBWf3\ (S5*-b*^t-Wffltf*>*o 



3. ik^ff^Pl^M 
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VEGFPi.W^1C ({*"J;t«\ VEGF l/t^^ — — tfPl.Tlf#JK\ £a VEGF U- 7° ? 
— JtC$\ ffC VEGF fctft: (Cancer Research. , 55, 5296-5301, 1995) ) „ 
5 FGF (fHi^lffl^ii^fiH^ : fibroblast growth factor) Pfi^^K (^liil FGF 
l/i?7°^-dr -r—g Pifif , #C FGF U-ir^^-^rCf*. #L FGF #Cf£ (Cancer 
Research. , 51, 6180-4, 1991) ) , 

PDGF(lfe/h;fg|±|*i#?iiia^- : platelet-derived growth factor) mW^'M (fflx.- 
fif, PDGF Hr/^-drt--e'(if#lI (J. Clinical Investigation., 
10 111,1287-95) „ fetPDGF Wt^- tfiW^ tri PDGF fctffc) x 

EGF (Jri&JJfcftH^F- : epidermal growth factor) PW^W (#|;U£, EGF U-fe 
7°^ — = 3 r^— if Pfi^^lW (Cancer Research. , 51, 6180-4, 1991) „ jn EGF 1/t 
-ff—fcfo, taEGF#L#0 , 

15 tf { )l'V&M t to% (Clinical Cancer Research., 6, 3056-61/ 2000) ) „ 

F^HttPilF^lt IL-12, Trombospondin-1, Endostatin, Angiostatin 

(International J. Cancer., 78, 361-5, 1998) „ C0X-2 PEL^^W (Annuals of N. Y. 
Acad. Science., 84-6, 1999)) „ 

•7h!J -7^^^^0 7°nT'f ypiftlS (International J. Pancreatol. , 21, 
20 1-12, 1997) N 

^COmm^^oM farnesyltransf erase PR$#/®\ -HlbiiPlf^ 

T^^^-^-^V^^^Sf^Pa*^®, HMG-CoA reductase PEW^H, Vascular 
Target Pfr^^W, ^ f ^"^ y 7 5 / ^-^Ht^J (Science., 282, 

1324-1327, 1998) ) , 
25 &^£>&fibtt, L< f± VEGF Pfi*^f€-efc 9 > £ D^f* U< fi VEGF Hr 

7°?-*-t~-~¥mmyo'M, in, VEGF ^i?:7 0 ^-J^£/cte^VEGF^{*^fc<9 > # 

t-^f^ u< « vegf i/ir^^-df^-— if mm^m-^h^o 

18 
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(A) \Y,^m(D^(D^M 

5 

fcV^g (n-/nt>l), ( i - /o t>l), — 

T7°cr tVl^S ( i - Zf^tvm , 2 - > ^VU- 2-/o fcVl'X ( t - ^A'S) , 1 - 
10 /f/US (n-^f;HK 2— y^-zl/S (s (sec) -^f;H), 1 --^V^ 
/Vi, 2 - ^yf ^S, 3— ^yf;H, 2-^f^-l-/f-/H, 3— ;>< ^vV 
-l-7'f;H, 2-^f/W-2-^fyH, 3-^f/l'-2-^f/H, 2, 2 
-v^ ^vU— 1 —7" t3 fcfVUU 1 — 2 -^dr^l'I, 3 -^^i/;H, 

2 1 -^>-^/l^ 3-^f/l/-l-^yf^S, 4— 7^/^-1— ^ 

15 yfyi^S, 2 — t^f-jv— 2 — ^i^/uS^ 3-^f;i/-2-^yf/H, 

/P- 2 — ^yf^S, 2 — p< ^vP— 3 -^yf;H, 3-^^-/1^-3 °^^vl^. 

2, 3-y^f^-l-7'f^S, 3, 3 - 1 -7*f/H, 2, 2-v 5 

^ f /U- 1 -7*f /H, 2-xf^-l-7Y^S, 3, 3 — ^"/U— 2 — T*^ 

2, 3 -v^^vu- 2 -rff-iXs^tiEifrlhtf hth& 0 
20 rc.gT/w^Hj ©M^i Ltd /<f;H, xf^i, 1 -/p t>I, 

2-^PtVi^S N 2-^f^-l-7°otVH, 2-^f;l'-2-7 , nt%I > 1 
— Zf=f-sls&, 2-7f/VS, 1 -^>^^£, 2-^^^/^fi, 3-^>^/L-S, 
2-^f^-l-7*f/Wl, 3-^f/W-l-7*f/l/S, 2 — t^-As— 2 — lf^-fV 
3 —ff-As— 2 —zf^/V^ 2, 2 -S^^vW- 1 -7°n fcf/l'S&fcff 5 r t 
25 *3-?£ N J; ttfi, ^ f /H, ^/l^, l-7°nt>S, 2-7 p n 
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"T^/UM (f-^S), i -yn^^i, 2 — ^n^^/vg (ry;H), 1-37' 
v^/^g, 3-/r-^S, ^i/^r—tv^ ^^fir^/^^if^ 

10 -bvfbinZo 

^D^f/vS, V^n^yfyvS, i/^n^^H, ^n^^^vi^g, 
n^^^yl^g, fcr*>^cz[2. 1. 0 j^i/^/l-X, tfv^n[3. 1. 0]^^V/W 
lTS^u[2. 1. f % >^n[4. 1. 0]^7 o ^/l-£, fc'v-^ 

20 n[2. 2. 1 j^^^vvg t"v-^cz[3. 3. 0]t^f/VS, 

tfv^n[3. 2. lj^^vl'fi, fc*v^u[2. 2. 2 J^^/VSft ^fclf b 

25 fcVvgtfSfcff £>;h,5 0 
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25 



^y/y/H, hyr/y/H, fh^/y/n, fr/y/H, t°^yy/ws. 



try 5: v?=;n, h y ry~/w£, yyi/H, y-^y v*~/w£, ^y y y 
y^y y^S, t7f y^/i'S, ^y ^r-y- y ^/H, -yy/y^s, ^tyy 
=/vs % 7^7 y~/ws, y % y*y t° y vvws, y ^ yy^r y y /urn, y * y~y 
t^tyy^i, ^yyfryy/ws, ^yyt^tyy^i, ^yyy^vy 
/i^s, y y K y /Hi, y y y y k y /H, y y^y y /vs, t°n n tr y vvi-x, ^ 
t°y -y/i-s, ya t°y yyi^ ^yy^ryryy/H,- ^yyt^t^ry 
y/ws> t°y k t° y 5 -y^/vK, ^y/7!i/vs, ^v/f-x^a, ^z^/^y 

f5~l 0l^TD7y-/Vlj <7>£?iSft#iJi: LTfi, 7 y /PS, ^-^=-/Wfi, 

t°oy /um. y ^ y y y y y /n, t°? y y /vs, a-^Mj-y y /wg, y 

y^tyy/vs, yyfryy^s, t° y -7/H, t°y 5 v 5 — /HESrfet-f 



(1) SSrMtSlfWs^ioiT&iJ, 

(2) H^fM-rS^^^l~2ficD^^nig^-^^-b, 
( 3 ) mtp^~ mffi&& 1 ~ 2 fl^A/T^T t> J: < x 
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flr^Jirb-Cfi, Tv^^^S, Tif^—A'S, t°ny7:=^g. U 

3>=.;\sM, v'Tif fc'v^ n [2. 2. l]-^7°^/i^ ^A-zfc y — z^S, ^^^E-A-Jft 
y ^^S % l, l -iy^-^rV^-^^rjV^ V =-/\s&, ^^^^=^;V 



r3~i oi^f 



^h^^M, 1 -y°ti?t°*^m (n-y°utf*ym), 2 - 7° a *° ^ ( i -7°n 
*K^-7&L 2-^^/V- 1 -7°a/K^rVS. ( i - :/ h 3f- 2-^/^-2- 
^P^v'K ( t h=¥7g) N 1 -7>3rv^ (n -7* h^7»h 2-7*h3f 



-7: 



( s -7' 1 -^<7^-7V^-^-7X> 2-^^^/^^ 3—^7 



^/l^j-^v'S, 2 *f-tV— 1 -7>^r^>S, 3 - * ^v^— 1 — ~? h 3^7; 



2 - 



^f/V-2-7>^r'7l, 3-^f/>-2-7*h*v'S 1 2, 2-v^^yV-l- 
7 p njK^r'7S, 1 -^^v^I^^v^, 2-^^^^^ 3 — ^.^^l^df- 



4 1 -^yf/l/t^-^S, 2 — ^ f-jV — 2 -^7^71/^-^-7 



3 -7- 



4 — p* ^VW — 2 -^yf/Vt^r^i, 2-^-^7^- 

3 — ^7^7U^"^'7S, 3 ^rV— 3 — ^7^7W^-^v-S, 2, 3— S^^vl' — 

l-^b^^I, 3, 3 - v^T- ^vl*-- 1 h=¥7£, 2, 2 — is?- ^/V— 1—7' 

h^r-yl, 2-xf;i/-l-7*h^->S, 3, 3 - * ^/V- 2 -7* h 3^7g, 2, 

22 
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TC x _ 6 T/^=i^^Kj (DtktMtMk Ltd, p* N^rv'S, ^h^S, 
jK^t^S, 2-zfu7T°^^, l-^n/K^^S, 2-^/1—2- 

^n/Jfdf-^g^ 2-^hdrv^S, 1 -^O'^/^^^S, 2 — -< 

5 yf^t^-VS, 3-^yf^t^'>S, 2 — ^ ^/W— 1 h^v'I, 3— p*^- 
/V- 1 2 —t^-jV— 2 - ^h^^S, 3-^^-/1^- 2 - ^h^v'S, 

2, 1 -^aaK^^S&fctf Sr.£tfs-C#, J: >9 £f31&0»J i: Ltli, 

^ h^rv^ h^v-S, l-^D/Jf^^S, 2 -^n^^, 2-^/^-1 
-^°n^^^S, 2-^/1— 2-^n* 0 drv-S, l-^h^rv'X, 2-^h^rv' 
10 M$>(f§ri^i;^ N £ ib^M&l^ Ut(i, ^ h^^S, ih^rv'S, 1- 

15 ^^7l^^&, 1 -:/u tVl^^S (n -7°u tVl^sj-^h 2 - ^ n t>f i 

^ ( i -zfv \f/v^^-m, 1 -7°n tvi^^S ( i -:/^vi^2t-Sh 

2 2 -7°n fcVl^^X ( t -y^vl^-^K), 1— ^^-/W^^S (n— :/ 

^-/l^^Sh (s-^^/^^"S)> 1-^V^/^;^X, 2- 

^y^/i^^g, 3 -^^^yv^^-S, 2 — p< ^/i— 1 — ~7 ivj-fr^ 

20 /V— 1 —-ff-As^- 2 — p* tf-JV— 2 -^f^ftl, 3-^^/1—2-7^/1- 
^^"S, 2, 2 -v^> f yV- 1 -7°D t>f ^-1, 2-^^r 
V/l/^^S, 3 --^^/l^^S, 2 — ^-/P— 1 -^yf^ftS, 3— ^^vV 
- l --<v^vi^;rs, 4 -p< 1 -^yf^ftS, 2— p< =f-/v-2 

^/l^^g, 3 —P* tf-tV— 2 — ^^^V^^fi, 4 ^VW— 2 
25 2 - ^vU — 3 -^yf^ftS, 3 — ^ ^/V- 3 -^Vf^ftS, 2, 3-v 5 
ff-As— 1 — ^^Vl^^S, 3, 3 -v?/( f /V- 1 -^f /I'f ^"S, 2, 2-v>7< 
f/W-l-^/^tS, 2-xf;l/-l-^f;l/ftl, 3, 3 — S^^vP— 2 

. -yf-zu^m. 2, 3 -v^^/p- 2 -y^-^ptmteb'&M hnz> 0 

23 
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-:/n t°^f-tS (n - fcVl/^Sh 2 -7° a ( i -/o tW^^" 

S)> 2 1 -^°n fcVl^^S ( i ~7*^vl^^£K 2-p<5vV— 2-7 
utV^^S ( t -T^A^f-^K l-7^vl^;*-g (n -T^/l^^Xh 2- 
5 -f^^f-^rm ( s -7^M^^K) £&tf 5 ^ £ § o 

10 Ol^^^-^Tf^i/m, t"v-^n[3. 1. 0]^dr^^^-^r->K, t*->^n[2. 1. 
1 ]^^->y^^-^r^>S N \?i/?ul4. 1. Ol^^^/l^^v^S, hf*>^ a [ 2 . 2. 

1 {/ ;v^jv=^;v^r^ v-^K t"->^n[3. 3. 0]^5vi^ 
^^S, tf^7n[3. 2. 1 ]^-^^/V^-^rv/S, fcTv'^ <=r [ 2 . 2. 2]^"^^/V 
^- ^ > ^ ft if * S t f £ tL 3 0 

20 7 f^T ^- f/VT ^S, 1 -/a tV^T 5 7S(n--/P tVVT ^/I), 

2 -7n tVl^T (i -7"n tVl^T ^ /Xh 2 — /■ f-jV— 1 -^p fcVl^T ^ J 
S ( i —"f^-AsT ^ /M). 2 -/n fcVWT ^/S (t -7Y^7 5; 7 

l-^W;yS (n-^W;/!), (s-^f 

25 3-^f^-i-^w^;i, 2-7 

^-2-7^7;;^ 3-^f/V-2-7'f;l'7^/l > 2, 2-v^^/P 
— 1 — 7 n t>7 ^ / I x 1—^-^7 5/1, 3- — 

^^7^/S, 2-yf;p-i-^yw^yi, 3 l — ^v^/v 
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25 



3-^f/V-3-^yf;V7^/S, 2, 3- 
^f/U-l-^f/VT^/I, 3, 3-^f^-l-7W;/i, 2, 2 
5 -^f;V-l-7W;/I, 2-xf;v-l-7Y^7^/l, 3, 3 - v> 
^^-2-^/1/7 5/1, 2, 3 -^/f /V- 2-7'W5 yS^i'^fclf 

#9!ifW»K:*3v^-t\ r^-c 1 _ 6 7/^7^/Sj £«u 75 y^^(7)2#|(D7k 

10 ISrSSfeU IW^tTIi, N, N-i?/W5yl, N, N-^xW5 
/I v N, N — v 5 — n— ynt>75/S, N, N-^- i -/n t>7 5 / 1, 
N, N-^-n-7"W5 7i, N, N - v 5 - i - "f'f-jVT 5 / S, N, N-v 5 
-s-yW^/l, N, N-v 5 - t —-?<f-/VT % J S> N-^^-/V — N — / ^ 
/W7 5 ; I> N-n-7°nk>-N-^f^75/S, N- i -7p tf/V-N-^ 

15 f/1/7 5/1, N-n-7f^-N-^f/V75/I, N- i N-/^- 
/V7 5/S, N-s-^f^-N-^ f/V75 7S> N- t — Zf^fV— N — / 

20 t°t^/vS, -Y y-7°n t^—zi^ -Y y/f P/vS, ^HJ ^S, 

4 y^HJ/H % tXp^/Hftifasfctf f,tL5 0 



&{Ct3V»-C % rc 2 _ 7 7^ndr^;l/toHj £ f^, _tf£^^GD rc,_ e 
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/H, d.jT/^S, C 2 _ e 7/^^S. C 2 . a 7^df^S, C 3 _ 8 ->^ 

o7;v^s, c 6 _ 10 Ty-/H, 5 ~ i oi^t a r y — ^S, 3 - 1 0 1# 

5 C^eT;^^^ d-gT/W^^ftS, C 3 - 8 ^^n 

- 7 Ti/JVmiiLtMC 2 - 7 TJV=i*^l3J^^;vmt£H : &M 6 rt^t^ 3 G 7cfc 

10 ^J^-rngjt^g, C 1 .,7^3^->'S < C,. 6 7/^/l'ftS < C,. 8 ^b7 
/^^r^l, ; ey-C 1 _ 6 7/^7^7S, i?-C,_,7/l'^7^S, C 2 _ 7 

**?>*:5P*» sarins i ~ 3{iao^^^r LTv^rt> =tv\ 

15 Anyy^ % tK^S, ft-;vS^ - hnl. J/7/S, ■C I . 6 7/^;H> 
C 3 _ 8 v^ P7;^/H, C 2 . 6 7/V^ = /VS, C 2 _ 6 TA-3r~/^K, C 6 _ 10 T 
y— ^S, 5~ 1 01^7 nT y -/H, 3 — 1 0 Pil^S, C 

1 _ 6 7;W3^v'S1oj:t> , C 1 _ 6 7^^7^1 0 

20 (B) VEGF Uir:/^ — 



— (I) 



I 



o 



25 



(i) A 
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c^eT/^uyi^iftt?. ; v 2 «, ^sg^, mmm.^-, mnm^. 

0 2 NR 6 --e^^fL§&, 5t-NR 6 S 0 2 --X?^$tLSS, it-NR 6 CO-f 
S & X & L X V ^ T t> £ V > C J _ 6 T )v £ £ f 2 g j& £ £ W b T V ^ X h X V * C 

f U t ^ t i ^ C 2 . 6 7;v^=/vl, StS^lTL-CV^tJ:V^C 3 _ 8 v'^ p 
fcj;i^5~i 0l^rD7D-^S^fcfitiS^tLTi^!)J:^3~i 01 

K^f o tss t .* 1 5 o ) xmznzm&wM-rz* 

NV all V al2 V all «, 7K*J^^-, ItS^f tt^tt «tV>C a _ e T 

20 gjll^f Lt^TtJ:V^C 6 . 1(1 7!J -/H, SftS^tLt^T^)J;V^ 5 ~ 1 
Ol^rnTD — Ttfig^K^rW bTl^-C <kl^ 3 ~ 1 Ol^»^f 

/i^/i^ t^S^ttt^^^)iv^c 2 _ 6 7;^'7•^;^S, tll^WLt^t 

25 g^S^rW bTV^T J^Cg^ 0 T y It^S^f LTV^tt) J:^ 5 — 1 
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h =tv>c 6 _ 10 r y -/ps, e&&£#b-ci^-c*> =ti^ 5 ~ i o i^fnr!) — 

i^^Ltv^T'bj:v>3~i oI#ffi^ ^ * fete MIX £ 



* m b r ^ r t> j: v ^ * m^- £ fc mm & m i**t- s 



; V al5 f4, tK*J®^-, 7k 



0l^fp7U-;Vi, M^fi^WbTV^-C^ 3 ~ 1 Ol#M|^fPi 



(ii) x 



(iii) Y 
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10 



15 



25 



,7 3 




w 






20 ^tn^&jggfc-rs,, 



(iv) R 4 

TV^Tk iV^C 2 _ 6 TA>r — /H N g^^^^bTV^T «fc C 2 _ 6 TA=¥~A- 
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(v) R 5 

J:v^c 6 _ 10 7y — /H, t^l^ttTV^ t 5 ~ 1 oI^tdt y -/H 



0 2/0 3 2 8 7 2 



1/y h (W002/32872), Hl^^ 



2004/020 



4 3 4 



1/5/ h (W02004/020434) „ $0 «t ^H^k^H 2 005/0637 



10 1 3 -5§-^ >- 7 W y h (W02005/063713) <£>V^-f H^^iEfc $ tlfrjjfeK «t o T§S*5 



— «5S (11) 



15 



20 



25 



R J R 

1 1 



o' Yl ' n 'V^ R5 
o 




(II) 



-eBtztizik&to&mifzz. z> 0 — (n) — «^ (i) 

(i) R 1 
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(ii) R 2 

io R 2 fi, tuie^a<t m cMti*X'$>z> 0 

R 2 <Z>#fj6&0il t Ltli, v'7/SJfcliS-CONV a 1 1 V a 1 2 (it^ V a 
R 2 (D X <9 ffrMftfflk LTfi, i/T/ltfclK-CONHV 316 V a 
15 ^S^fcttC 3 _8 v-^ J^^^riym^MM-^^o fcfcU V al6 «, /nd^V 

20 \fhfc%> 0 

(iii) Y 1 

Y'B, S 
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5 a**, r 7i «, ^mu^t-n^^^^m-^-^MM-r^o) 

(iv) R 3 3oJ;tFR 4 
10 (v) R 5 

— (ii) ■e^^'tts^^^^as'fc^Jt LTIt 
n — (4 - (6 - v-r y - 7 - (2 — > h^i/i h^e^) y^) ^~ 

20 N — ( 2 — ^nn-4-((6 - ~>7 7 - 7 - ( ( 1 — ^ ^vU — 4 - y vvW) 

N- (4- ((6-777-7 - (((2R) -3 - (i?xf;l/7^/) - 2 - 1 
Kndfv//pt» -4-^;y/V)' t^) 7x^;U) -N' - (4 

-7/Vtn7i^/V) !7 1^T, 
25 N- (4- ((6-VT7-7- (((2R) — 2 — t ( 1 — fc° n 

y>V) 7 I nt» ^-dr->) - 4 - =3f- / U /W) — /W) — N ' - (4 




71 
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4- (3— - n/n t°^7 ? 7 T^y^^ydr 

7) - 7 -7 h=*r7- 6 -=¥7 y ^^^^=Srif^ H\ 

4- (3-^nn-4- (^/^ o ^ n t%7 ^ 7 7;/7xy^ 
5 7) -7- (2-7 yy*^#>f K, 

N6-'>7n7nt°^-4- (3— 7nn — 4 — ( ( (77 n 7°n fc°/VT 5 7 ) 
t>/V$~/V) T^7) 7xydrv/) - 7 -7 h^7- 6 -df-7 y 7#^#>1^ 

N6- ( 2 -7 h ^-y^^-jV) -4- (3— 7nn — 4- (((->7n/nt> 

N6— —4- ( 3 - 7 n cr — 4 - ( ( ( 77 n 7°ci fc'/W 

T 5 7) #/PaJ? :=■/!✓) 7) 7x7 3r7) -7-7 h=¥7- 6 -^7 y 77JA- 

15 f^f-7-4- (3— 7on-4- ( ( ( 7 7 P y° o -bf/UT ^ 7 ) 77/1^ 

T^7) 7x7^7) -7-7 b^^-6-#7 U7*;^>t5 K, 
N6-^f;V-4- (3— 7nn — 4 — (((77 P7°o tW7^ 7) Tj/i^/Jf — 

T^7) 7x7^-7) - 7 -7 h ^7- 6 7 y 777/71^^- ^ K\ 
N6-if/l--4- (3— 7nn-4 — (((77 07°n t>7 ^ / ) Tj/^aK — 

20 ;v)T^y) 7x^7) - 7 -7 h ^V- 6 -=¥7 y 77j/i^^i*- 5: H\ 

4— ( 3 — yjvysrvi - 4 — (77 o 7d fcVVT ^ 7 *;V:if?=/U) T%J7^J 
=*7) -7- (2-7 hdr7xhdr7) - 6 - ^ 7 y 777 A-tf= ^f-^ K\ 

4- (3— 7nn-4— (77n7nt°;1^7 5 7*^*'^;W) 7^77x7^ 
7) -7 - (2-t Ko^7xhdr7) - 6 - 3- 7 y 777 /l^^r If- 5; K\ 
25 4- (3-7PP-4- (77n7ntVk7 5 7*/^-/l/) 7^7x/^f 
7) - 7- ((2S) - 2, 3 -7t Ko^r77 , n t°/l7) ^7- 6 -^7 y 777 

4- (3-7PP-4- (7 5: 7 77/^^/17) 7U7x^'7) -7 
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-7 b*->- 6 V ^/Wstf^rlM h\ 

4- (3— ^nn — 4- (xf;i/T$y*^-/>) T^y^^y^f--» - 7 
-7 Y^is— 6 -dr/ y ^/l^df-lJ-* K> 

N6-yh^r^— 4- (3— yna-4- (((xf^/^y) #/P/tf^/l7) 7* 

5 57) 7x/^->') -7-^ h^y-6-^y yy*^*>t^ H\ 

4- (3— ^nn — 4— (V^ o^n t>7^ 7 7.;y7i7^ 
-» -7- (2 h^v^ h^vO - 6 -^r/ y 5: H\ 

4- (4- ((^B7*P^75y) #/l^^A) 7^7x;^-7) -7- 
(2-7 h^v^ h^rv-) - 6 y ^TJ/V^^f-^ K\ 

10 N-(2 -~7 jVJrv - 4 -((6 — 7-7 h^r^-4 -=¥7 y /V) 

N6- (2-t Ko^-yif/l') -4- (3-^Pt3 — 4- (((->^P7*ot t 
/V75/) ^;/V7}f^/W) T5 7) 7s/*->') - 7 -7 h ^rv-- 6 — 3r 7 y 

15 4-(3-ynn — 4 — (l-7atV>7^ /*^-^) 7^7 7x7^ i/) 
-7-7 h^-7-6-dr7 !i ^/^>t5 K\ 

4- (3-^pp-4- (c i s-2-7^tD-'77n7ot7V7^ 7*^ 

7i7 7x7*-» -7 -7 h^y-6-^-7 yy*/^>t? K, 

N6-7f^-4- (3-ynn — 4— ((('77D7Dt>7^;) 
20 /V) 75 7) 7x/^7) - 7 - ( 2 - 7 b ^ >^ h^y) -6-^7!J7*^ 

#>-y-^ h\ 

N6-7f^-4- (3-ynn-4— (((if/V7^7) ^^$'x;V) 7 5 
7) 7ai7dF-'» -7-7 h^y-6-^7!J7*/V#^t5K> 

4- (3— 7DH - 4- (v/^PyoW^^/V^) 7577x7^ 
25 $7) - 7 - (2 - (4 y 7) 3i h^v") - 6 -^r7 V ^tuVif^^- 5 K\ 

4— (3-7PP-4— (2-7/^Pxf/V7 5;*;^^) 7U7i 

7 ^r-» -7-7 h^riX- 6-^7U I'jfr/Vtff^if 5 H\ 

N6 - (( 2 R) 7- h7t Ko-2 - 7 7=/M -4 - ( 3 - 7 n n - 4 
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4— (3— yjvyfru — 4- 7^y7x;^v/) - 

7 -y h^iX- 6-^;y ^ U ;\<i$^ * H\ 
5 4- (3-7nn-4- (((i/^ d7°d t>7 5 7 ) 7;/) 7 

=. J ^vO - 7- (( 2 R) - 2 - t Kp^'V- 3 - (l-fc°ay^y) /P/K^r 

N6-y^A--4- (3-7nn-4- (((^W^/) 7v 
y ) -y x/ 3f $✓) - 7- (( 2 R) - 3 — iS^f/lsT ^ 7 - 2 - t Kd= 3 tv'7 9 p^ 
10 ^7) - 6 — y l^/Vaff^rlJ- 5: K\ 

N6-^f/W-4- (3— (((xf/V7^ / ) ^/Htf^/W) T$ 
/) 7x/^7) - 7- (( 2 R) - 3 -^xf/V7 5 7 — 2 — fc Kn^^^D^ 
^7) - 6 y V^/l^^drif^ K, 

N 6 -y ^vV- 4 - ( 3 -7 n n - 4 - (((^f/V75/) j] /Vi$ ~ 7% 
15 y ) 7x7^-7) - 7 - (( 2 R) - 2 - t Kn^y- 3 - (1-fn!) vV ) 7° 

pxKdf-i/) - 6 -^-y y ^/WaJ^lJ-S h\ 

N6->f^-4- (3— ycrci-4- (((ifyl/7^7) — /V) 7; 

y) 7xy^y) - 7- ((2R) -2-t (i-t°nyy;) 7° 

n^v-) - 6 -df y y ^^7yV^^ri^ ^ K\ 
20 N6— J?-/l>—4 — (3-7nn-4- (((^f;V7?7) ^yl^/Jf^/V) T 5. 

y) 7x7^-» - 7- ( ( l - y ?vv- 4 - y vvv) y h - 6- ^y 

N6-^f/v-4- (3— yntn — 4- {{(^^-;V7 ^ J) $>jV-ft~;V) 7; 

y) 7i;Jr7) - 7- (( i -y ^vv- 4 - y vvv) y h^iy) - 6-^y 
25 y h\ 

N — (4- (6-77/-7- (2-y h^r h 7) -4-^7!l/>) ^ 
^y-2-7/WtD7x=^) -N' -^/7n7nt°/i'7^7, 

N- (4- (6-777-7- (3- (4-W!);) ^czzK^-V) -4- 
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^r/!i;V) 3r$r-y~7 -N' - (3- ^~ ;V 7, /Vfr=^;\s) y ^=./V) r> 

4- (4- ((^^n^nt>7^ y) 7 5 7 7 x y ^/) -7- 

5 4- ( 3 — ytVUrxi - 4 - ((2-7/>tnxf/W7^/) jj ;Vt$=^;V) T 5 7 

7x7^^) -7 — p< y isjjjutf^y- 5 h\ 

N6- ( 2 — ^ h 3r v-rc^/i^) -4- (3-^nn — 4- (((^^7^7) 
tf/l^^/i/) T5 7) - 7 h^riX- 6 — 3fV V ^7J/l^^1f- 5 

10 4- (4- (3-xf/P>)W K) -3-7;Vtn-7x/^r^) - 7-y h 

y ^— 6 — Xslstf^l/}) y # T-svY (2->7/xf;v) 75 K 

N— (4- (6— (2-77;if^) fJtVs^'i As— 7 — t< h 4 — ^ 

7 y /l^) t^-7-2-7;V^P7xr:;V) — N' -^7^ n7a t>9 1/7 

15 &ajfcrf5^£as-e#3o 

— (ii) -e^$tLS{k^<7)<t «3 £filft#»J£ Ltii, 

4- (3-^on — 4- d7d tVl^7 5 J $i/V?$=-;V) T 5 7 7 =c 7 

- 7 hdr->- 6 -^-7 y ^7J^* : ^-^5 H\ 
4- (3-^pp-4- (if/V7 5/*/^-/V) 75/7i/^7) - 7 
20 -p« h df-v-- 6 —5rJ ]) is ft /P^*^ 5 . h\ 

N6-^ Y^ris—A— (3— ^hp — 4— (((7^ D7n tVl/7 5 7) 
— /V) 757) 7xydf7) — 7 — .7 h ^ris— 6 — $c y }) is ft ;V 7$ 5 K\ 

4- (3— ^dp-4 - (yf^7 5/*^*'x/W) 7;;7x/^7) -7 
-p< h=¥i7- 6 -=¥7 y K 

25 

N6-^ f^7-4- (3-^nn-4- ( ( 5 7 ) ^/l^^/V) X 
7x/^7) -7-* F^r7-6-^yy ^7Jyi-7Kdr-y-5 K£#tf5r t 
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tuts — jft^c (id -em£tiz<k&to<D£h\z&mti:mbLxn. 4-0- 

h^r->-6-^y y y*/i^^>t^ K (5£ (iv) #hs) £W3i£tf s -e£3 0 

VEGF l/t^^- df"*— if Pl¥#>W<Z)|lk0]I&#iJ<£> 3tLT(i, 4- (3-^ 



i0 2/3 2 8 7 2^V7Uy|> (W002/32872) & «t t/IS^^M^ 2 0 0 5 / 
10 0 6 3 7 1 3f/-?y7 1/5/ h (W02005/063713) (D V ftj^MlEit $ tt/t^fet^ «t 

— (in) 



15 x*m£ftZ>4k&y>)$:mif — ^ (in) tt> — jRS; (i) -e^$ 
(i) r 1 1 

R 1 1 5I&'|$J £ LTte, Iftl^tLtl^t £^3~ 1 Ol#«^f 
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c N O n U JL5 



N 



« r N 




N 



HN 



5 T~m£tiz>&frbmi-£frz>i< s Tftfr i ws^fctf bttSo 



o nA o nA 





N 



N 



R 1 x <£>£ £>lC$fjI&#|£ LTIt x*: 



15 




n' " r n r*nr r^N 



HO 



HO' 



(ii) R 12 



(iii) V 



a 1 3 
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(iv) A 11 

5 (v) R 4 

(vi) R 5 

10 R 5 (7)^3i^^iJ^ Ltli, C , _ 6 T/V=¥ /H^ fc C 3 _ 8 9 s9 n7;^;H^i) 

(vii) R 9 

£fc, -J&iS (HI) ^^ftMb^to^Mfcfcl* LTB, 

5- (2- (((4-t ^7/1^^- 

20 N 1 (2- ((4-t Kndf-^t°^y >V) il/V^^/V) 7;/ 

-4-t°y^/l/) t^rV-lH-l-^yK-/l'*^>t; K, 

(2- (((4- (Ifny^-l-^;!/) f^JJ^V— 1 

25 Nl-^f/V-5- (2- (((4- (t°^y v>^- 1 ->f/V) t^iJi/y-i 

— ^/v) ^/i^^/io r^y) try v^v- 4 -jiv^r* >o - iH-i-^yK 

— /V # ^ i 4 - * K 
43«fct* 
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N4- (4- (1- ) j);V7$=.;V- 1 H- 5 -4 1/ K V /V) 

drv-- 2 - tr y v?/u) — 4 — ^e/i^a^y k 

— (III) t?*$ttS^-a*#J«, ^O^T-M^t, 0iJ;tfcf, 
5 J2 0 0 4/0 2 0 4 3 4^^7I/y h (W02004/020434) ^ffifc £ ^fcTj 

(1) N — (4-^n : t-2-7;l'tn7x^) -6—^ [2 — 

(1H— 1, 2, 3-MJ7/-^-l-^^) znh^vO ^rty'!Jy-4-7 
10 5 > (WT, TZD4190J <J:t>V^5o Cancer Research. , 60, 970-975, 2000. Journal 
of Medicinal Chemistry., 42: 5369-5389, 1999.) (i£ (V) #j$) , 



(2) N- (4 -7*0^- 2 — T 7 ^ — /V) — 6 — ^ h^ci/- 7 - [(1 — 

^^vHf^U v^-4 -^/P)^ h^^]=3rr^i/y V-4-T 5 ^ (£iT, TZD6474J 
15 jockt^ TvandetanibJ i:t>V^9 0 Proc. Am. Assoc. Cancer Research., 42, 583, 
2001, Journal of Medicinal Chemistry., 45: 1300-1312, 2002. ) (VI) # 

HB) x 



(3) 3- [(2, 4 - f/>fn- /W- 5 --f /V) - 
20 / y(^T, TSU5416J jo JzI^Tsemaxanib J £ 5 0 Cancer Research. , 59, 99-106, 
1999, Journal of Medicinal Chemistry., 41; 2588-2603, 1998., US5792783) 
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(5£ (vii) &m)s 




H 



(4) (Z) -3 - [(2, 4-v ? ^^/l^-5- Kn^f 
> K— /W— 3 — 4 y 7*^^ tVU) -lH-fn — 3 — < -7 0 Pt°^-— y 
5 ^ Tis-y K (KTv TSU6668J £ V ^ 5 0 Cancer Research. , 60, 4152-4160, 2000, 
Journal of Medicinal Chemistry., 42: 5120-5130, 1999.) (i£ (VIII) #R8) X 



O 




(5) 5- (5-7/Vto-2-t^y-l, 2-v/t 
Dfy^f/V) -2, 4 /V— 1 H-t°n— /U— 3 — # 3r V y y ^ T 

10 v^y K ( 2 — v^^vl^T 5: 7 3i^/^) T 5: K (WT> TSU11248J i: 5 o Clinical 
Cancer Research, 9, 327-337, 2003, Journal of Medicinal Chemistry., 46: 
1116-9, 2003., W001/060814) (it (IX) #flg) , 




H 



(6) N, N- 3-jVjf\) i/^s 3 - { 5 , 6 , 7, 13 —f h7t Kn-9- 
15 [( 1 h^-» TVV] - 5 -^"df-y- 1 2 H-^T >fy ( 2 , 1 -a) 

t°nn (3, 4 — c) ^ntf;n^f/u (J^f, 

rCEP-7055j <t t>V^ 9 0 Pro. Am. Assoc. Cancer Research, 43, 1080, 2002, Journal 
of Medicinal Chemistry., 46: 5375-88, 2003.) (it (X) 
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(X) 



(7) 3- 2, 6 - *J V ;V3r u -^<> vvl^^f - 5- [3 — 

(4-t°ny^y-l-^/W-7W — £W<K] -^f yf 7y'-/V-4-* 
/HP>->!J 7^ Tl/y K T5: K(WT* TCP-547,632J £ t>V^ 5 o Cancer Research. 
5 63:7301-9, 2003, • WO 99/62890) (tC (XI) #HH), 



Br 



H 2 N 



N 
H 



N 
H 



(XI) 



10 



(8) N- {2-^nu-4 - [(6, 7—*?* Y-5r*S- A—3ir-r^ V 3r*c 

~7 — N ' -^n fcf/W? 1/7 (WTv TKRN633J £ <bV^ 5 „ Molecular Cancer 

Therapeutics., 3:1639-49, 2004., W000/43366) (5£ (XII) 

CI 




(XII) 



(9) 1 - (4 n !)/) - 4- ( 4 — fc° !) vVl^ ^ylO 7^ 9 

T> TPTK787/ZK222584J *5 «t Tvatalanibj irfel^5 0 Cancer Research, 60, 
2179-2189, 2000, J. Med. Chem. , 43:2310-23, 2000., W098/35958) (i£ (XIII) 



#HftK 
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(XIII) 



(1 0) N — {2-^on-4 - [(6, 7 - v 5 ^ h^rV - 4 - ^ J V ;V) 
7 ^—JV) -N' - ( 5 — * ^JV- 3 —4 y^c^-y y )V) V UT (£ilT, TKRN951J 

<bfci^5o WO02/O88110) (i£ (xiv) 

Cl H H 

M M ,.^ x 




— )V- 5 f/U-) ^-=3r^>] -6 

TAZD2171J <t^V^5o Cancer Research. 65:4389-400, 2005, W000/47212) 
(5£ (XV) #HS), 




(12) 6— [2— ^/V^/W^-l' /VO ^rc^/V^yl^^T-^i/V] — 3 — E — 
[2- (t°U v^- 2 /V) ^-T" — /P] <<^&9— JV (^f, TAG013736J it 
5 o American Journal of Pathology. 165:35-52, 2004. „ W001/002369) (XVI) 
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H 
N 



S 



(XVI) 



( 1 3) 5 — ((Z) — ( 5 -yjV^u - 2 -t^y- 1 , 2 - v>t Kp - 
yK"^-3-^i)f» ^^VlO -N- ((2S) - 2- t 

y V- 4 -^/i^n £7W) -2,4 - ^-/V — 1 H— fcTn*-/V— 3 -^7/^#^^ 
5 ^ K (J^T\ TSU14813J tt)V^ 0 Proceedings of the American Association for 
Cancer Research, 46, (Abstract 2031), 2005) (^C (XVII) #88) N 



(14) 3- ((3r/ 1) ^- 4 -4/^^ ^/V) T^J) -N- (4- ( h ]) ~7 JV^r 
np< h^rv-) 7x^/v) ^-iry^ly- 2 -^/l^^lf 5 K (J^T, T0SI930J its 
10 V^5o Molecular Cancer Therapeutics. , 4:1186-1197, 2005.) (5£ (XVIII) # 
HB) 



lijj (XVIII) 

(15) 6- (2, 6 -v^ n n y a^~;V) - 8 - * f;V- 2 - 7 s. =■ tVT % J 
-8H-t°y K[2, 3 - d] try ^ 7 -d"^ (KT, TTKI-28J £<bV^5o 

15 Cancer Biol Ther. , 4, 2005.) (5t (XIX) #flg), 
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O 



WO 2007/015569 



PCT/JP2006/315563 




(XIX) 



(16) 2 - (( 1 , Kn-6 —3r*c V- fc° V 3 --f ^7V) T 

5 7) — N— (3- (Miy^tn^f/l') :7;n— yl^) - 3 - t° y v? V - # dr 
■^5 K (WTs TABP309J dr V ^ 5 o EORTC-NCI-AACR Symp Mol Targets Cancer Ther. , 
5 2, (Abstract 172), 2004.) (j£ (XX) #J$) % 



10 




(17) 4- (4- (4-^nn-7i^7^y) -7n{2, 3 - d ] fc° y ^ 

7 f/l'T 5: K (J^T> ^BAY 57-9352J H^3„ W001/23375) (it (XXI) #flB) % 

CI 




(XXI) 

( 1 8 ) N— ( 3 — h V / ^-jv— A—?n u 7i^;b) -N' - (4 - (2 

-7 f-;w*/w^>f y 4 — /U) jT^rv^^—yw) <? UT (KIT, Tbay 

43-9006J $o£Xf TsorafenibJ t t>l/ N 9o Cancer Research. , 64, 7099-7109, 2004, 
Organic Process Res Dev., 6, 777-81, 2002.) (it (XXII) #flBh 
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H H 




(19) 4-7^;-5-7;^n-3- (6- ( 4 - * *f-)V- 1 

— -f/V') - i h-^<>xv 5: 2 -^r^) - 1 u-^-y y ^- 2 (j^ 

T> TCHIR258J i:^V^5o Clinical Cancer Research. , 11, 3633-3641, 2005.) 
5 (it (XXIII) 




H 



(XXIII) 

(2 0) 4— (4- (l-7^y-l-^f/V-xf;V) --7^=-}V) -2 - (4 

— (2 — ^t/uafc 1) — 4 --fyv — ^^yv) -7i^/V7;y) -t'JJ ? 

— ^7/V7^^ h y^(J^T> TJNJ17029259J t h V ^ 5 0 Molecular Pharmacology. , 66, 
10 635-647, 2004.) (5£ (XXIV) #RSJ , 



H 




(XXIV) 

(2 1) [6- [4- [(4 -cn^vl/t^y v 5 ^- 1 --f/V) ^f/V] 7x=/H 
-7H-t°DD [2, 3 — d ] t°y v^y-4--{ /V] — ( (R) - l- 7i ^;Vx 
^/V)T ^ y(aT« TAEE-788 J <t 5 0 Cancer Research. , 64, 4931-4941, 2004., 
15 Cancer Research. , 64, 7977-7984, 2004.) (it (XXV) #Hg) N 
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(XXV) 



(2 2) 9 - (1 - ^f/Wx ^-fV— 1 2 - (3 - t Ko^^n fcVW) 

-6H, 7H, 1 3H-^yfV [2, 1 -a] fon [3, 4 - c ] # /W^ y* — ;V — 
5-^-> (J^T, TCEP-5214J ir&V^o Journal of Medicinal Chemistry. , 46, 
5 5375-5388, 2003., Cancer Research. , 63, 5978-5991, 2003.) (it (XXVI) #f$h 




(XXVI) 



(23) N- ( 2 , 4 — v^/l^n 7i-/P) — N' — { 4 — [ (6, 7 — i? j h =¥ 
v--4-^r/ U/V') -t^r'>]- 2-7;>tn7x^W "7 (i^T, IKI-8751J 
10 i:t>V^9o Journal of Medicinal Chemistry. , 48, 1359-1366, 2005.) (it (XXVII) 
#BS) 




(2 4) N- [4 - (3 — T 5 7-1 H — ^ y^/-^- 4 — f/V) :7^^/l/] - 

N' - ( 2 -yyP^-a - 5 — J =3-;V7?.~ ;V) f l^T (KT^ TABT-869J £ fcl^ 5 „ 

15 Proceedings of the American Association for Cancer Research. , 46, 1407, 

(Abstract 5981), 2005.) (it (XXIX) #RB) % 
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F 




N 
H 



(XXIX) 



(2 5) 2—* *f-)V — 6 - [2- ( 1 =^IV — 1H f 5; jfy— IV- 2 ~4lV) 

-5^7 [3, 2 — b] t°y^y-7-^;^^;/] — ^"s^S [b] ^^^^^ 
- 3 — ^/VjK^F-^y y 9 T\/y K ^WU' (J^T> TAG-028262J 
9o W003/06462, US2004/009965) (5£ (XXX) #J$K 



(2 6) (R) -1- (4- (4-7/l/to-2-^f/V-lH — f V K-/>- 5 - 
-Y/l^^v/) -5->f;Hfdo [1, 2— f] [1, 2, 4] h!)T^y-6- 
^^t^rv^) ^"n/^V— 2 — Hr^—As (J^T> TBMS-540215J H^9o Proceedings 
of the American Association for Cancer Research. , 46, (Abstract 3033) , 2005.) 

(5£ (XXXI) #HS), 



(2 7) (S) - ((R) -1- (4- (4 —-7 IV Urn— 2 ^vV — 1H — f y 
IV- 5 i lVyfr^%/) — 5 - * f-lVM° n n [1, 2-f] [1, 2, 4] h!J7^ 
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(XXXI) 
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TBMS-582664J k t>V N 0 0 Proceedings of the American Association for Cancer 
Research., 46, (Abstract 3033), 2005.) (x£ (XXXII) #j$h 




(XXXII) 



(2 8) 3 - [(4 - ^SVfr ]} >— 4 -^/V-7i^/V7 5/)— P^U'V] — 1, 
3 - v 5 fc: Kn^y K-/V-2-ty (KT> r AGN-199659 J HV^o 
W02003/027102) (^ (XXXIII) #J$), 




(XXXIII) 



(29) 5 - [[4 - [(2, 3-^^f^-2H-^V^V-^-6-^^) ^ 

^7?y] y? y % is — 2. — As] r^y] - 2 - ^ f /M^fy^;v*yr 5 

10 K(£IT, r P azopanibj^fc«rGW-786034j <b h V 5 D Proc. Am. Soc. Clin. Oncology, 
(Abstract 3054), 2004.) (i£ (XXXIV) #BS) N 




N— 



(XXXIV) 



(30) (3Z) -3- [6- ( 2 — ^sVifr V ^ — 4-^/1^^- h 3r'» ^r/ U y-2 
(1H) -^!)fV] -1, Kn-2H-^f y (WT^ 

15 TYM-231146J £ t> V 5 0 Biological and Pharmaceutical Bulletin. 28:2096-2101, 
2005.) (*£ (XXXV) #HBh 
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(XXXV) 



(31) 2 - ( ( 2 - ((4- (4- (4- (tert - r^^vU) 7-!i / ) 7 a. 
y drvO - 6 h^r->- 7 -3r/ ]) ;V) ^i^/W) T * /) - 1 

J—JV (£XT, TKI-23057J ir&V^o W02003/033472) (XXXVI) #Bg), 



H 




(XXXVI) 



JLfE ZD4190, ZD6474, SU5416, SU6668, SU11248, CEP-7055, CP-547, 632, KRN633, 
PTK787/ZK222584, KRN951 , AZD2171, AG013736, SU14813, 0SI930, TKI-28, ABP309, 
BAY 57-9352. BAY 43-9006, CHIR258, JNJ17029259, AEE-788, CEP-5214, KI-8751, 
10 ABT-869, AG-028262 N BMS-540215. BMS-582664, AGN-199659, pazopanib, YM-231146 
*5 «£ Tfi KI-23057 fi, <&%\<Djj Z> Z. k&X'g . Mx.fi, ^th^ftlOXHik 

^i^f-ib^T, VEGF U±zf? — *-r~HmWV0'Xfe, flSJx.fi, BIBF1120 

(WO01/27081) , ZK304709 (Proceedings of the American Association for Cancer 

15 Research, 46, (Abstract 5842), 2005.), Exel7647 (E0RTONCI-AACR Symp Mol 

Targets Cancer Ther. , (Abstract 134), 2004.), AMG706 (EORTC-NCI-AACR Symp 

Mol Targets Cancer Ther., 2, (Abstract 151), 2004.) $3 & Tf GW-654652 

(Blood. , 103, 3474-3479, 2004. , Proceedings of the American Association for 

Cancer Research, 44, 9, (Abstract 39), 2003., Proceedings of the American 

20 Association for Cancer Research, 44, 9, (Abstract 40), 2003.) ?fc^^r#ff 

. ?>Z. kfiS-CZ Z> 0 BIBF1120, ZK304709, Exel7647, AMG706 £5 X U GW-654652 {3, 
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^© shims. 

(C) jft VEGF u-fe:/*— Jftft: 

^3§^-:^T,VEGF P£$#Jlf«:, #J;tk£, #CVEGF U-fc^* — fctffc^lf 5 £ 
5 t^T't^o VEGF Uty^- fct^teU VEGF l/t 7°^ — 3c fdfi^©^^^ t 

Wntt^^Sfcif^-efcSo #l vegf u-t^f—tftm-i, vegf i^^y°^ — ^%%m 
U^tsrit, vegf (Z)?gt4, 0iJx.(4\ ife^rt^^M^tt^pi^-rs^^p 

tafr-CfcSr Ll\ irCVEGF U± zf ? —trLfoOi^Mn, fciilicDfclVEGF jjC 

^(7)$!i^^-?ifet|Wl^^LTf^i-5h«i:^^t5o ^tlVEGF U~tzf?—m.m^, # 

y^-Y7°(i#^PS^^tL^^ 0 £7*:, £tlVEGF l/t7°^"ttft:ii, *rLf*^»fjt 
£ - 1? o T t £ V ^ (t£ 3£ <D }jl VEGF <D fSgc £ # ISO 0 

felVEGF I/ir^^— irCffcW:, * L< 2C3 antibody (US6524583, US6676941) , 
IMC-1121b (US6811779), IMC-18F1 (Proceedings of the American Association for 
15 Cancer Research, 45, 694, (Abstract 3005), 2004.), IM0-1C11 (US5747651) , 
IMC-2C6 (Proceedings of the American Association for Cancer Research, 44, 
1479, (Abstract 6454), 2003.) t$. E if & r. t ~C # 5 „ 2C3 antibody, 
IMC-1121b, IMC-18F1, IMC-1C11, IMC-2C6 te, ^^CO^f^-^M^.'t 5 r. t &X~% , 

20 

(D) -^(DftilcD VEGF Pfi^^W 

^^0^iC*5V^T,VEGF ISS^Kfi J^^L(i\PI88,AVE-0005(Proc. Am. Soc. Clin. 

Oncology, (Abstract 776) , 2003.), EG-3306 (Biochem Biophys Res Commun. , 302, 

793-799, 2003.), RPI-4610 (Angiozyme . US5180818, US6346398) , 

25 2 - (8 -/N-T h^^-1 -^"^y- 1 H— 2 -^y^ t°7^- 

/Pft-y^ Tis-y K (i^T, TNM-3J ^^V^5 0 W097/48693) , 

5— [N— y^/l'-N- (4 -^-y ^) Tir^/^]T^y-2 

-y ^tVf-Hr^^y*^ V y Ti/*y K (J£1T, TVGA-1155J i t ? „ Anticancer 
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Research., 24, 3009-3017, 2004.) (s£ (LII) , 



PCT/JP2006/315563 




OH 



(CH 2 )i7CH 3 



(LII) 



VEGF trap (The Journal of Clinical Endocrinology & Metabolism. 86(7), 
3377-3386, 2001. ) s pegaptanib sodium (Macugen (SUkiffi^)) ft^Sr^lf^^ 
i: 5 0 PI88, AVE-0005, EG-3306, RPI-4610, NM-3, VGA-1155 *5«k jtf VEGF trap 

fe-e$gi£i-3 r. t ^~e# pegaptanib sodium fit, 7 T -f if — tt*^ 

Macugen &MAi~& ^ilCiot, A^-T3 £ t 5 0 



10 (E) FGF l/t^- =^^-— if|S.##>M 

(1) 1- [2— (3, S-v^n^^i ~M - fc° y K ( 2 , 
3-d) t°y 5: v 5 ^- 7 — 4 )V\ - 3 — tert — r/^Vl^ U7 (J^T, TPD166866J 
irfcV^So Journal of Medicinal Chemistry. , 40, 2296-2303, 1997) (j£ (XXXVII) 
15 #HSh 




(XXXVII) 



20 



(2) 1 -tert-^^V^- 3 - [2- (4-^xf/V7^7) Zff-JUT ^ / - 6 
- (3, 5 -v 5 ^ ^drv/7x^) -t°U K (2, 3-d) fc° 0 ? v 5 ^- 7 
A-] $7 1/7 (£t.T\ TPD173074J £ <^ 5 0 EMBO J. , 17, 5896-5904, 1998, US5733913) 



(5t (XXXVIII) #flB) % 
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HN 



A. 



r 



(XXXVIII) 




(3) (s) - ((R) - l- (4- (4 —7;\sjTX2— 2 — * ^vv— 1H— >f v K— A- 

- 5 — ^/U^-dp-V) -5-^^^t°na [1, 2-f] [1, 2, 4] M)7^y 

- 6 - >f >\s * 3r v- ) ^ ) 2-7^y/n/Vi-f 
5 (BMS-582664) (^C (XXXII) #HHK 

(4) 4- [4— [N— (4-^fD7x=.;l/) ^7 /W^-f — 1— fcV<7^= 
/U] — 6 , 7 — >^ h ^rv^-^-y D > (WT> TCT-052923J t h V N 9 o W098/14437) 

(it (XXXIX) 



(XXXIX) 

10 (5) 4-7^/-5-7;vtn-3- (6- (4 - ^ f/W- ^7^^- 1 - 

-Y/i^) - iH-^yx-f 5^/-;i/- 2-^^) - iH-^y y 

(CHIR258) (j£ (XXIII) #flg) % 

(6) 2- ((2 - ((4- (4- (4 - (ter t - V"^)V) T ~ V / ) 7x7 
df-vO - 6 -7 h^iX- 7 V tV) t^r'» ^^^) T^y) -1-jl^/ 

15 —/V (KI-23057) (i£ (XXXVI) #HBh 

(7) (Z) - 3- [(2, 4-v ? ^^vl^-5- 2 - v 5 1 K n -Y 
>K-/W3-^yfy^f;V) - 1 H- fc°u— /V- 3 -7nt'*-y 



H 




WO 2007/015569 



PCT/JP2006/315563 



9 T^yY (SU6668) (5£ (VIII) #RD ft ^Sr^tf S £ i: 5. 

PD166866, PD173074, BMS-582664, CT-052923, CHIR258 N KI-23057 *3 <fc TJ* SU6668 



(F) JjlFGF Hr^^-trCf* 
*^K^*3V^-C, FGF Pl«4^K(is 0H*.fi* irCFGF ui? — ^tfrSrijfeJf § 
£j&S-T?#5o irt FGF Wir^-fetf*^ FGF Wi?:^* — ^fcfi^cD^^Br/t £ 
IdttSrW-rStrLflc-e&So trCFGF l^-fe^^— tft^tt, FGF Ut^-»U 

10 ^tartt, fgf ©gt, m?u*. !&wfo!&'Mmmmfei±%m.mTz^mtfifo 

T?fc5ii:^tU\ fetFGF Ut/^- etfrOf^lUtt, #^#LVEGF}nf£cDM 
ig^«feilRl«^bTf^j!i-?-5r ^3iS-e** 0 feiFGF U-fer^°^-fet#:{i N /tfy^n 

^T/ra^f-is^nftv^ ^/c, jjcFGF u-typ—tfim-i. ^w-(om^^tc.n 

15 -*i^T'fcott±^ (^i£<DffiVEGFfct#0!ett£#!$) 0 



(G) PDGF Ut^- ^ri-— if PM^S 
«PJ^*5V^T, PDGFR&#4fcSCf2, Mxifi, PDGF l^ir — — if PIS^SC 
S:^»f5rL4:*s-C#5„ PDGF u-fey"^ — *-T— if P&W$JfCte> 0>Jx.fi£, 
20 (1) 4- (4-^f;Vt°-<7^^-l -^^^f^) -N- [4-^f;^-3- 

[4- ( 3 — 1° y t°y 5: 2 — -ow 5: y] 7x-;k] ^yifyr^ 
K (£(T, r-y-^-y'j t^)V^3o) (it (xl) #flg)» . 

r^ N ^t^^ O 





25 



(XL) 

(2) 6- [2- (y ^vl^/W^^f y^ — ;V ^ ji, 7 y =- ;]/~\ -3~E — [2 

- 2 — 31^^^] (AG013736) (*t (XVI) #{$) „ 
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10 



15 



(3) 1- {2 - [5- (2 y^^-^. h^v-) 

rCP-673451J ttV^5o W02001/040217, Cancer Research. , 65, 957-966, 2005.) 



(5£ (XLI) #06), 



NH 2 




(XLI) 

(4) 4- [4- [N- (4-=Fn7i^;V) #/W-^^/l^] — 1— f^^v?^ 
-6, h^v^drt/yy (CT-052923) (j£ (XXXIX) #flBL 

(5) 4-7^ / -5-7 d — 3 — (6- (4 - ^ f ;U- t°^7 v^^- 1 - 

(CHIR258) (5£ (XXIII) #fl8), 

( 6 ) ( 4 - tert-^f;l'7x=;l/) { 4 - [( 6 , 7 - h ^riX- 4-^7 ]} JV) 
^-^fv'] 7x^/1^} t&ls&ls (J^T, TKI-6896J i: t> 5 o Bioorganic and 
Medicinal Chemistry Letters. , 7, 2935-2940, 1997.) (i£ (XLIII) x 




(XLI 1 1) 

(7) [4- (FU7;^P^f;v) -4-^y^r-^ 

>/— K (J^T, Tleflunomidej tfcl^o) (XLIV) #RQ , 




(XLIV) 
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(8) trans-4- [(6, 7-v 5 /- ^^;^rt!iy-2-^/V) T^y] *y 
? n^^r-^y (gJLTx TRPR-127963EJ £i>l^5o) (Sfc (XLV) 



H 




(XLV) 

(9) (Z) - 3- [(2, 4-v ? y^vl^-5- (2 -^"=3f.y- 1 , 2-v>t Kn-f 

5 yK-/v-3-^!Jfyyf;v) - 1 H- fc°n — /U- 3 — 4 A/) -y^u^^—y 

9 T^y K (SU6668) (VIII) g*RH). 

(10) 5- (5-7;utn-2-t^y-l, 2 - t K n -Y ^ K— A— 3 - 
Y lifV^f^) -2, 4 — ^■/V— 1 H — t°n — ;V — 3 — io fVH^^r is ]) y 9 
r>y K (2-^xf;k7^;xfyl') T^K (SU11248) (it (IX) #J$) N 

10 (11) 1- (4-ynnT— !)/) -4- (4 - t°!J /l/) y^^^ls 

(PTK787/ZK222584) (it (XIII) #flgh 

(1 2) N — [4 - (3-7^-lH-^f l/y^y* — )V— 4 — /k) 7x^/1/] - 
N' - ( 2 — — 5 — y ^vl^ ai^/P) 7^7 (ABT-869) (it (XXIX) #08) 

15 <Y ^ — !7\ AG013736, CP-67345L CT-052923, CHIR258, KI-6896, lef lunomide N 
RPR-127963E, SU6668. SU11248, PTK787/ZK222584 43 «t O 5 ABT-869 <^^ac^^ 

20 r^aot, Aftsrt^ttSo 



(H) fet PDGF Ulzzf ? —fcfo 

*»WtC*3V^T, PDGF Pfi*^ Jtfii, jjCPDGF U^Z?? — JaftSr^lfS 

ri^-C^So ijL PDGF U±-7*?—tfiW.te, PDGF l^i?:/^ — £ fcfi^CD^^KlrJf 

25 <t^fPl4^W-r6^C^T'fe6o ijt PDGF UrT 0 ^— trifle PDGF kt7^- 

iL^f5Itt% PDGFCD^'ffi, 0flx.fif, ifiLWrt^lffl^ltm^'tt^ia^i-?)^ 
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|Plftf*:-e*>5£. k&&& LV\ fttPDGF l^t/^-KftOffSit ^j&Ofci VEGF 
fet#:^M5t^&^IH^f-LT^-r^>- i^tl 5 D SrC PDGF Ut^^-^fi, 

5 K^tzte—l^mm*-?1hr>Xh (^iiEcoiTL VEGF^rC#:(DfBi!c^#BB) 0 



(I) EGF Hr-y^— ^r^- — ifPI^^K 
«BJ^*5V^T, EGF Pl^Mte, f^XL«\ EGF Uir ~7 ? — pfi^ffS; 
W 3 ^ i;^#& 0 EGF l^^-^-ifPfi^fCt^ M&fif, y^W^ — 
10 :/:*3«fcTMr<E>8N*#&9S»f 5~ £flS"t?#5„ ^7^f^^t(t 4- (3-yn 
n - 4 — yyl^^-u /VT 5 J ) -7-^^>-6- (3- (4-^Evl^y 

y) 7°n^drv--dr^-y y ^) ^ tf)fH^!i££ J£AT<7)5£ (XLVI) iC^-t a 




h (W096/33980) ^ffigc $ ttT V ^ it&m «T#»f § r t T? ^ 3 0 

^9 6/3 3 9 8 (m-/<l/7 Is y Y (W096/33980) , #rF^ 3 0 4 0 4 8 6f 
(JP3040486) 3o ^r/^H^f^^ 5 7 7 0 5 9 9 ^-^^|B# (US5770599) (DVN-ffb 

£fc, y7^f^/il b^if^^tt^)^ Iressa (3££tj^) &MA-t& 

fcit>^©W^lt^rt^tt5„ ^/l^^;/^^ 4- (3-^^~ 

/p^m^/i^r ^ y ) -6, 7-tr* (2-^ hdr-^f^y) -^r-^-yy^^v^ 
v\ -^co«it^:^^T05t (xlvii) ^^-To 
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^CH 



(XL VI I) 



^/\,w?- — zf<Dffim{£kn. i^if9 6/3 0 3 4 7f /^7l/5/ 

h (W096/30347) fc:fE$c£ tix\t*2>ik&m&mf 5 - t Z> a 

5 19 6/3 0 3 4 7 f§rs< > 7 \s y V (W096/30347) , WWf^ 3 0 8 8 0 1 8^ 
(JP3088018) fci(;^rF3 4 2 0 5 4 9^ (JP3420549) (D V ^Tft/^fEic £ fl 

lyl/nf-^^ji, ■^i^yfj'^li (Genentech fcfc) J&» £> Tarceva 

10 £fc, ^K^ioV^T, EGF U±7°? — *-t— ifPlS^fffl, 0fl3.fi, 

(1) N-[3-^pp-4-[ (3 - 7/l^^-t3^<^v?/P) t^fv'] 7i — /V] — 6 - 
[5— [[[2- As * As* =z. /V) xf/V]75/]/f/U]77y-2-^/V]^r 



(N-[3-chloro-4-[ (3-f luorobenzyl) oxy] phenyl]-6-[5-[ [ [2- (methylsulf onyl) e 



15 thyl]amino]methyl] furan-2-yl]quinazolin-4-amine) (JsAT* „ TlapatinibJ £ ^ 
V^5o ii^fl^ 9 9 / 3 5 1 4 6 f^y7l-7 h (W099/35146) , Cancer 
Research., 64, 6652-6659. 2004.) (i$ (XLVIII) , 



( 2) N-[4 — [N— ( 3 - {7 n n - 4 — yv) 7v7]-7-[3-(4 

20 -^e-zu* y 7°p*>i/]^ft/y y-6-/^]7^y^7^ k 

58 




(XLVIII) 
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15 



(N- [4-[N- (3-chloro-4-f luorophenyl) amino] -7- [3- (4-morphol inyl) propoxy] qu 
inazolin-6-yl]acrylamide) (Kf> TcanertinibJ ^ l)^^ Clinical Cancer 
Research., 10:691-700, 2004. N W02000/31048) (*t (XLIX) #J$) % 




Os/ (XLIX) 

5 (3) (2E) -N-[4-[ (3-^no-4-7/^n7x-^) T ^ / ] — 3 — 

->T7 - 7 JJ n/V] - 4 - (v^ ^ / ) - 2 --fr> 

T 5; K 

( (2E) -N- [4- [ (3-chloro-4-f luorophenyl) amino] -3-cyano-7-ethoxy-6-quinol in 
yl] -4- (dimethylamino) -2-butenamide ) ( Jji. T" N r pelitinib J h t 5 o 
10 W02003/50090) (L) 




(L) 

(4) [6- [4- [(4-xf/H;^7^y-i -^/i/) ^A-] 7x=;l/] 
-7H-t 4 nn [2, 3-d] t° V * i? V- 4 /V] - ((R) -l-7i=/H 
^/V) 7^ (AEE-788) (i£ (XXV) #HSJ % 

(5) (E) — N— (4-[3-^P0-4- (2-t°y v?-^^ h^f-v") y 
/]- 3 ->7 7 - 7 — h^-iX- 6 - dp- y H - 4 - (v>^ ^ / ) - 

( (E) -N- {4- [3-chloro-4- (2-pyridinylmethoxy) ani 1 ino] -3-cyano-7-ethoxy-6-q 

uinolinyl}-4-(dimethylamino)-2-butenamide) (1^T> l~HKI-272j <3r M % 5 Cancer 

20 Research., 64, 3958-3965, 2004., Journal of Medicinal Chemistry., 48, 
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1107-1131, 2005.) (i£ (LI) 0M) , 




(LI) 

PJ! T , EGF Wir7°^— — if H.^^®fl, 4- (3-^^-/^:7 

5 oc— /l^T^y) -6, (2-^ b^rv'xh^v') -^rt^/yy (^n/I^n 

^ — ^ : ±fB^(XLVII))-Cfc5^ tfcift^. Ll\ 

lapatinib, canertinib, pelitinib, AEE-788 $5 J: XJ HKI-272 [3, ^^KD^'^ 

10 £fc, EGF U i? zf # - ^ ^ - M Pfi^#J « % f^J ;i te\ 

ARRY-334543 (Am. Assoc. Cancer Research, A3399, 2005.), MP-412 (Am. Assoc. 
Cancer Research, A3394, 2005. N Am. Assoc. Cancer Research, A3405, 2005. ) 
ftifSr^f § ^ t&X*Z § 0 ARRY-334543, MP-412 ft, 

(J) jjL EGF Wir^^— fetf* 

»0^^^v^T. egf mm^onn. m^n, ^egf nr;/^ — i/t^w 

t fr-£%Z>o fclEGF Hr^^-j5lf*:f4, EGF — ^t^fe^CDUftmK tWL 

fPtt^i-Sfei^-CfcSo feiEGF Wi?^ — tftm-Z. EGF l/t "7°^ - £rf&It 

20 EGF <Di£t£, #'J;U3\ jkWrt^^^±t^t4^Pfl$i-5^fP^:#: 

^*S0^ LV\ trCEGF 7°^ -ijL^cO^Mfi, f^izficO-tjL VEGF ifiW-CO^ 
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-*ifitMotU^ (tl^^^C VEGF fSfcS: #*&)«, 

38 93 fc: *5 V ^ T , irC EGF ? —tfifoit, ft £ L < tei? y^r 

(cetuximab) Sr^tf -5 r. £ 5„ 
5 t^^r^v^t #M 2002-114710 -5§-^$g (JP2004-1 14710) ^fcfi#^5p 
2-291295 -*§-<k$fc (JP2-291295) KHEfc^&fC J; 0 A^1~ -5 £ £ t 5 D 

ir^drV^^fi, Merck *b&»£> Erbitux (Sftffiflt) JtMA'tZ) ZL tiZ.X 

^:^Wti*3V^-C, fet EGF irC#:«, nimotuzumab Sr^f -5 ^ <t 

10 *S-e^5 c nimotuzumab fi, gWH#ir^2 0 3 1 2 6 -^jftD* (EP203126) £ fc 
{i*ffl#l^^5 8 9 1 9 9 6-%mmW (US5891996) MfBictf^feHl «t !)A¥t5 

£?c,;fc3§l^-^V N T,#CEGF U±7*? — Jnffcfi, panitumumab (CAS 339177-26-3, 
Clinical Colorectal Cancer. 2005; 5(1) : 21-3. ), matuzumab (CAS 339186-68-4, 
15 Curr Opin Mol Ther. 2004; 6 (1) :96-103. ) , IMC-llF8(Am. Assoc. Cancer Research, 
A5353, 2005.), MDX-447 (ASCO 18: 433, 1999) ?£ if &^lif 5 £ t ^"Cg: £ 0 

(K) ikWff^PM^K^iS^ctt^^fP^ 
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tuts *&m\z&\,^x, skmm^.mmmnn. zfob4k&M<D&M%am&£w 

X% 60 

10 t> "T? fc o T £l\ 

15 

(L) fctVEGFinf*, ^CFGFtfCf*. }jl PDGF tfCf*, #L EGF 
*^0^(Ciol>T, #L VEGF VEGF £ cDi^SJrJt tllfltt^ttS 

£/l#:^fc6 0 felVEGF^f*^, VEGF ^|«b^-^t-6 r t T\ VEGF (DlhWP^&lfl 

fmmmm±$:mm-tz>rp%tttfLifcxfoZ) r. ttw& lv\ ^w^^-c, #cvegf 

0£rCffc(scFV) (Huston et la. (1988) Proc. Natl. Acad. Sci. USA 85: 5879-83; 
The Pharmacology of Monoclonal Antibody, vol. 113, Rosenburg and Moore ed. , 
Springer Verlag (1994) pp. 269-315) , t Mfcfttft^ #^^t*^L^: (LeDoussal et 
al. (1992) Int. J. Cancer Suppl. 7: 58-62; Paulus (1985) Behring Inst. Mitt. 
25 78: 118-32; Millstein and Cuello (1983) Nature 305: 537-9; Zimmermann (1986) 
Rev. Physiol. Biochem. Pharmacol. 105: 176-260; Van Dijk et al. (1989) Int. 
J. Cancer 43: 944-9), t hfetf*, ^cfctFFab, Fab\ F(ab' ) 2> Fc, Fv /j: t'© 
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in VEGFfcifm, &gl£J£C, #y zL^-ui/fV =r— MPEG) ^ J; VWMZtlX 
V^^J;V\ ^<D\^, ^tl VEGF in.W'i'is P-Jf7? bis?— £\ MBP, GST, GFP ^ 
£ <7>SI<^ >-/^fC<!r LTM5t£tt3^ ir^-e^ N ELISA ^(^joV^T 



jjC VEGF £a£M4, VEGF £ 7cf« O ^^Hf^, L < fe^tlb It^m^T 
U&YfffLW- t L-X^^K^^^M^ir r. t t)>T*% & (TCurrent Protocols in 
10 Molecular BiologyJ (John Wiley & Sons (1987) Section 11. 4-11. 13) ) Q ^-COWi 
£\ VEGF ^f-fe^tCDrnftWrti-ti, FCRgJgc, GST, MBP N GFP, AP t£ if t (DMS ? > 

-f~ <5 h ^ X 'cF <5 (Antibodies: A Laboratory Manual, E. Harlow and D. Lane, 
15 ed. , Cold Spring Harbor Laboratory (Cold Spring Harbor, NY, 1988) ) Q 

ItfomZ: im£k±.n-$--fZ>Z-t^£<9ft ?Z.kfrX%Z> 0 £fc, ^ (VEGF^/c 

25 f^j^«\ a^r^-^i^/cte^y ^^i^^y ^— sv&m\^ 
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y — -^^Srtf ofcfLSK'^ :/y K — -?(D& & —z=.i/ %?ff 5 ri^lS. 
^^•!)--y^ffiHtft, elisa v^-f J*s Tyt-tfeteFnteftHD 

^SBWl^&V^T, fet VEGF fti^te, b < tt^* *>X-r^ (Bevacizumab) £ 

Genentech f±^fb Avastin (^^^H) i: $ tLT V> 5 t OTfc 6 n 

^^v'X-x'^fi, Genentech Avastin AT 5 - t K X o T\ A^"t* 
25 5r^^t#5 0 

^Mid*3V>T, 4tl FGF jjL&fis FGF ©gp#»r it kMfa&.&m't Z> Jtl 

*t*>5. i5tFGFfeif*fi s fgf %mmv%g&irz>z. tx% fgf (Dikm ft &mffi,mm 
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in. PDGF ifiW-!i~£^ PBGF l£fcte^(Di&ftm)i kMmk&1l-fZ> 
fa foX* ihZ> 0 jnPDGFJnffckfc, PDGF ^I^t^fSr k X\ PDGF (Dlh^ftj&m 

mmMft&&m^-tz>$>fatfiW.xfoz>z. kt>m& uv\ jTiPDGFfctffc^M^ m 

5 Ifi^VEGF^^(7)M^fe^[ll«{-bTf«i-^)i ^^T'^^o 

^^t-^^T, fet EGF JjCffcte, EGF ^^«^(D^^|$ff>lri:m^Ptt^^ri-?)*rL 
#l EGF fctffcfi, EGF £fgi&L&£"S-f-5 r i: "C\ EGF OjfoWl*l&*lflJiS*BJ£ 

tn[^o$i5t^fe £ PUS L T fisfi-r 6 £ k tf* X # 6 „ 

10 

4 . y h 

— HSC <£> ffl'J ^ *5 V ^ T « ffl Ift ft £ -a A/ T* V ^ T «t V ^ 0 

%>4Mfc^ L . Jj^tf=-^Mfc^-, JJSV7*X^r^i&te^-$5 PDGF kt/^- it 
fc^a>bft5a¥a>k5g^$*L54>ft < £ t^o036^^<7>^^M#Jt?*?5 RNA (D 

25 W:, 0* b< te^'* 5 ^jt^^-T^So ^t£*v h <DMf$f$ft k Z> V w 

tf-^KW:, MxJ*> in situ Myy^f-VHy, 7 — If 5/ hft¥#j\ 

DNA -^4 9 C3 T W „ RT-PCR, 5£S#J RT-PCR ft ^{dMffl £ 7° 7 <Y -v — *5 «t U« 

/"ttlli-iZfxi—y'Xlfo *9 , ^Jx.ft\ Primer Expression (Perkin-Elmer Applied 
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Biosystems) ^fflV^^I+t5 r t # 5o ffiW.<Dtf ]) ^ ^^f- Kf2, 

w GenBank T ^ ir v- 3 id «fc 9 ^SBEyjffiPfRS: A^"T 5 iiis-e#5, 

a-SMAiafS^- : NM_001613 
7^ 5: i^iUS^ : NM_001927 
10 nyKo^f ^fife^T' n -7 1 ^- ^ U * ^ 4 it-fe^- : NM_001897 
^/V/K^^iHH^- : NM_001299 
t) !V^r ^^l/M.fc.^f- : NM_033138 
PDGF l/t7°^ — iftfS^p : NM_002609 

RNA <D'pt£< t h—Uti-i. i&Mffimt IT'M< t 15 L< 15 

15 ~50^S, J: K) b < fi 20~35 ±&3£ s $ £>f;i£?£ b< ft 20~30 j&K£>ia?lJ£r 

jiiL w m m k & \ - is ^ -r 5 * ^ ✓ * ^ st £ / * it n m& n , #i *. # * cd 3 1 % 

wVF, CD34, CD105, CXCR4, CD146 N CD133, KDR (VEGF2 igfft) :*5,fctfKIT# 

25 
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mmmi : t bmmn&WBiT&m^r^ (in vivo) ^^tt5ifD.wff^im*^)®(D 

t H^/«4*A375 (AB#®^gJ: «9BffAh SEKI, HMV-1 (£*_L, ^jkfeAE^ 
S^5JF^SHf JCRB cell bank <fc <9 li A) % FEM (The Norwegian Radiumhospital 
5 Research Foundation. Dr. Fodstad «fc <0 SSM) . LOX (Anticancer «fc If A) x AZ-521 
(MiftAt a-vyt^xyxii^gj: 19 fit A) ,MDA-MB-468,DLD-1,HCT116 N 
SW620 N PC-3, DU145, AsPOU H526, MDA-MB-231, SK-Mel-2 X Lovo, A431 (J^_h N 
ATCC £<9flgA) & 5%fiimJfX^ ^^-zl^<— P^M&l^T RPMI1640 (10% FBS 

10 — edta tcio, # *» us £ m nx l „ ##ffiii&3r v ^wt&v&WL-ei&m u ix 

10 8 cells/mL * ft it 5 X 10 7 cells/mL Sfflffi £rSi®i Ufc 0 Lt , *01J|&!g 0. 1 

mL-fo^— F-^^^MlJiST^^ffibfc Q K*fW!jfiS*& 100-200mm 3 ^^ 

5; / 3f--» — 7 - y 6—*rSV ^jJ/\/ 7$ K (100 mg/k g> 1 

15 0 2 K 1 HIHK IPS^) Cfi4*l^Lfc„ ft*3, 4- (3-i?na-4- 

=3f j v fjj/i'tfif-y-s. k (y mm y £mno 2/3287 

2f/^7yy h (W002/32872) *5 «fc t/BBB^BB^ 2 005/0637 1 3-^° 
y7yy h (W02005/063713) (DfEicf-^^V ^TMi£ b fc 0 ffi^ftH*? <fc t5$&^£ 
20 T^-v^-y * y (Mitsutoyo) "C^^b, «T»^T'liW «fc t>* A T/C 

MJ»^«r (TV) =««S^ (mm) xmmmm 2 (mm 2 ) /2 

AT/C = (ft^S-S-i^ day8 ^K^ft^-fb^S:-^!^ dayl tf>M&flM8) 
/ (*MB8£<£> day8 CDffi^f^- *J\TO<7) dayl (Om^W-W X 100 
25 St'Tb day Hi, &-§-Bfl*& B £^ U day8 S-^-BBM 0 J6» ^ 8 0 B £r^-T 0 

4- (3-^nn-4- (v/^ 7 p 7°n t°^7 ^ / T^/^^y^f- 
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T/C<-30%(Dlmmii£W%B'h$i, -30%< AT/C<10%<D=lKmj!&^2:^it#; N 10%<AT/C 



mMM2 : t hMf^TM^fV^lIIMfr»fifcJ:^^fe/=f 

t h^?NBflS^A375 (A B^MMX Vm A) > SEKI, HMV-1 (^_b, Strife AE^ 
S^$F2E/5t JCRB cell bank =fc "9 MA) > FEM (The Norwegian Radiumhospital 
Research Foundation. Dr. Fodstad <£ <9 bRM) ^ LOX (Anticancer J: <9 If A) ^ AZ-521 
10 (MfflfeAt a-vyf-Yxy^glltaJ: "9 fliA) N MDA-MB-468 N DLD-UHCT116, 
SW620, PC-3 N DU145 N AsPC-1, H526, MDA-MB-231, SK-Mel-2, Lovo, A431 (£A±. S 
ATCC J: <0 M A) £r 5%^^#'^-f ^^r^^ — ? — |*H£:io^T RPMI1640 (10% FBS 

^-edta id j; 9 , ^ J3& £ 0 ux b 0 #ina^y yilffi-c-iii, ix 

15 10 8 cells/mL ^fcH 5 X 10 7 cells/mL mMW&mMVtlo LT,7f«|§i«£: 0. 1 
mL fo^- ^ T(-#*tL7c 0 JMfWf^ 100-200mm 3 ^^ 

o7t0#^T\ ^?^£r co 2 ^-CfJc^E-frb^, fit hM^^^t- J: <9 MtB 

b/c 0 M0HSIj$<Z>^i2gB«fc 9 5 mm I*) {ftlj 7 X*tym L , ^IIW^ OCT 

0. l%Tween20 -g-^T 0. 01M V (UT , PBS) T? 3 UPtft^^rtrV \ DAK0 

fc£-&fc a PBS X'3 Wtftfrfe, DAK0 If^^-i^u ^^>-^^r5/ h © f'tf 

25 y*>?mWt\Z.X-m.WX: 10 #Pa1Ktf> £ i^c 0 t$ hK¥\m^1fcmk, VECTOR 

STAIN ABC ^/l^^i^— if IgG =*r y h F*)<Z)lE3tlfiL?t{~ T^S"C 20 ftffl 

Rlt^^:tc 0 mm^^fe. nt^Jlisftikm^ o. im y >-@£M«fcT 600 {£# 

jRLfc 1 &^{*TfeS^CD3l£i;{$(^ n — :MEC13. 3 N 7 y h IgG.PharMingen, 
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BD Biosciences) & 4^"?— BfeKift £ tfc, VECTOR STAIN ABC ^ /I- ^-^f 

tr 9 y h IgG 3r s> b rt^ K^^filSfc Lfc 2 JJc^tfrSr^jaT? 30 5>HflS/£ 
£-t±\ mmiCffi'ft&ft^fz.&, VECTOR STAIN ABC ^/l^^r v^ — if 7 S> h IgG 

5 0. 01M y ^mmm^X 3 Hlife*tM^ DAB CD31 <D|fefe£rtTofc 0 

-SMA (^n — i^fc : 1A4 N ? * IgG, S I GMA- ALDR I CH) 1 B#Pfl,R/£ 

£-tfrfc 0 FM/^77-(:T3 0l!EM, DAKO LSAB 3r7 hP>)07y ^>^$ 

lfe&-y-^7°^£:®$$[^fL^l^ ccd t> * 7 hyper scope (keyence) ntif|fc*3 

TO^r^MM 1 ? <7)jkWm^fc{i-<y 7--r h-ra^tLfcikW^i: bT^»Lfc 0 
15 l£7i, ^(DjkW^t-^feS^y 7--T h-ea^nfcjkWcDfiJ^^r^tL^tLc7)^|lD 
^|5fe-^#aib, 4- (3-7DD-4- (^7 ci 7°n fcVWT ^ 7 ^/l^^/lx) r 
^ / 7xy^r-7) - 7 h^r->- 6 -=¥7 y V^A^^T^ K<Dfclffi*$J;i: i 
<Dttm&ft o/Cc Dunnett M^mit^^T^f+fiW^tTo fc D 

^nbtf^jM^ 4- (3-7dp-4- (i>7 d7p fcVi^T $ 7 TJ^/K — 
20 /l^) 7^7x/^r'7) - 7 - 7 h ^ $/— 6 - 7 y /I'tff ^7" ^ K<7)JrCM;H 

(c/^o/c 1 *s xum 1 )o ioT, M^^^ji^^^-eii^^L/cikWi^^^J^ 

«£ ^^7L«0^^:^^#7?t &#<7>Q0UC 
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AT/C 




m8Lmmx*mfrtitzik^<Dm& (%) 


MDA-MB-468 




-53% 




22. 7 


MDA-MB-231 




-33% 




6 


DU145 




-60% 




ii 


AZ-521 




-57% 




14. 6 


Lovo 




-11% 




11 


SK-Mel-2 




-2. 5% 




10 


AsPC-1 


mm 


-8% 




8 


A431 




-8% 




10 


SW620 




22% 


mmm 


20. 6 


DLD-1 




52% 


mmm 


29. 5 


HCT116 




17% 


mm^ 


31. 6 


A375 


^ "7 J 


26% 


mnw 


20. 9 


LOX 


^7 / 


42% 




30 


HMV-1 


^77 — 


19% 


mmm 


24. 7 


SEKI 


^77 — ^ 


110% 




18. 1 


FEM 


^ 5 / 


55% 




36 


PC-3 




54% 




16 


H526 




22% 
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# ;* * tVW;: is 5 tfcmm$b%:. ftm £ t* J5 & ftn/fc -e a fc> H fc jfiL W <d f ij ^ 
(%) &^i~o 



11^3 : t hjejttliattc^TjgUfi*^ (in vivo) {^*5 ft 6 Mff £Pl*#lSC CD 

10 t h^lfflfla^ AsPC-l, H526 (V^-fttt ATCC «fc 9 If A) ^5UW^^fydra 

^ — 1*1 Kl&V'^T RPMI 1640 (10% FBS "a") 1?^) 80% is ^ h £ & 5 * "C 

Lfco m&t-t^V^ h y :/v^-EDTA J; 9., #*fflJ3S5rlHl|Xbfc 0 # 

Sry ^iliR»«!TfBI»b, 5X10 7 cells/mL ^^^^fSMb/Co tLT, IfflJIS 

0.1 mL fo^- K^i7^MiJ^T{^ttUfc 0 3gM®&, M«f*a^^ 

15 50-200mm 3 ^^o/cB#^^^, 5 - ( 5 - 7 fVirxi - 2 - V - 1 , 2— J?fc K 

P-f yK^-3-^!Jf>^f^) -2, 4 - v 5 ^ ^/V— 1 H- t°n — /V- 3 

-^/Hi?^^!) Tis-y K ( 2 - S^n^vwr 5; / zn^vv) T 5: K (lOOmg/kg, 

10 10, 1 M^, gPg4) 0>lft-5-«rMteLfc„ ft*3, 5- 
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10 



2 - v^t Kn^ y 3 - ^ U f>^ f/V) -2, 4 - 

^ =f-jv— i h- t°t3— tv — 3 — ^/V^^rV V -y 9 7 'is y V (2-J?xf^r^ 
/xf /V) T ^ K , ffllgl^P^^O I/O 6 0 8 1 4 h 



(W001/060814) CDlS^i^S^V^-CMiaU^o ffi 



5 3^y^ (Mitsutoyo) t?ffliJj£L, &T©^ffi0ftiM». JtHaKW**: J* ffi bfc D 

Mii^i (tv) =mm&m. (mm) xi« 2 ( mm 2 ) /2 

Jtffi&ttai (RTV) =»J^0o«a5^fla/«-^W^0©IIt3»flc3S( 

■^CDf^, ( 5 - ( 5 — yjVUrxt— 2 -^-dp-y— 1 , 2-i?tKn^y K— /I'— 



3-^ !)fy^f^) -2, 4 — v>y ^vv — 1 H— fcTn— 3 — ^/l^^^y 

4 - (3-ynci-4 - (^^ n/n t>7 5 / *;L-#'^;i/) 7?/7x/^^) 
-7-* h*is- 6-*/ V ^jJJistf**)'^ K Ub-£^ l ) £ IrTO-, lit 



(omMifi, MlfcM l T^jtt^^^^tbfc AsPC-i -eteftutU 



2)„ Ttefr-h, <k&V>>2-en, ik&mitW 



ftM^rifc H526 T?f4ili£ bfc 
!*&*&^fflT?#S::£tfSW&a>i:fcofc (EI2) 0 iot, Mas^JSfiiMillS-c 

^ T # , S^" <£> Q0L \Z M -5 r t & 1 ft o fn o 



25 H«!)4 : t h^^flS^T#W^^Vv^^{t§jfcWff^|5i.*#)K^fetffi^m 

fc«SWfla^fll*3tLytjliLlf«K)it*^©B8jg (SfiW RT-PCR) 

t h^lPJJJStfc MDA-MB~468 N DLD-1, HCT116, SW620, PC-3, DU145, AsPC-l, H526, 
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10 



MDA-MB-23K MDA-MB-435, SK-0V-3, Lovo N 7860, 22Rv(U±. ATCC «fc «9 fig A) „ 
HMV-1 0!&fij£AE3£&#fc#F3E£r JCRB cell bank =fc <9 fliA) , Colo320DM, A549 N 
A375 (A B cfc "9 Si AK FEM (The Norwegian Radiumhospital Research 

Foundation. Dr. Fodstad £ "9 fM) , LOX (Anticancer =t <0 MA) & SXIMmtf * 



5 4 >^zi.-<— ^— rttC^oV^T RPMI1640 (10%FBS-a) "C^J 80% = y7/H/^ b t 
^5^-el^bfc 0 Jg*3L h y :7°v^-EDTA Hi <9 , 



^0, 



1 X 10 8 cells/mL iZfcfe 5 X 10 7 cells/mL 



. MMW-^^Pi 100-200mm 3 (-^o7tBt^;-C\ ? £ C0 2 H T 

ft&rill^L, — ;£rcDM;iKK:o^-c, lift so m g tc:*J- LT trizol f« ^yf 



tc 



7jkl~, TRIZOL 1 mL H^bT 0.2 mL OfiJ^-C^ n n^/l^ A (MiE'fb^ttct 



15 >9{(gA) 3r^7JPLf;: 



(D^^^r 15 l < ti# l> ^m-c 2 ~ 3 5> 



mmkl&fc?tftr>tL (l2,000X g> 10 5>ffl, 4°C) 0 is^TkJS^fr l^fa-^ 

bfc TRIZOL 1 mL LT 0. 2 mL (7)f-iJ^TM V^n tf/UT/I^ 

-/I- (frlftMHttJ; "9flf A) ZMtl, SIT 10 ^TOSmifi'L>£TTofc (12,000 

x gN loftm. 4°o 0 mtbtifz&:ik& 75%^* y—zi' (fuytmmt±£ a) k 



20 T^#br>^M^b/c 



©i9t LT#fb*t7i^:RNA 2r:i»cDpJ^#t Lfc 



2. RNA ©if 

^Jt^ RT-PCR fi, ifi-fS^-^MW^c 3 — ^ (TaqMan Gene Expression Assays 
mixture (ASSAYS-ON-DEMAND), 7^7^ K^W t'>^rAX|iJ; 9 g^A) & £ 
25 ABI Prism 7900 Sequence Detection System (Perkin-Elmer Applied Biosystems 

.^Ki-M, #^tL7C lOOng/jtiL (7) RNA 3juL dNTP 6 mL oligo d(T) 16 7°^^ -v 
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— 1.5 /xL, RNase Inhibitor 0. 6 n L > Multiscribe Reverse Transcriptase 0. 75 
AtL N 25mM MgCl 2 6.6 n L (Perkin-Elmer Applied Biosystems f±J; K) MA) =fc 
U*DEPCwater6 (iL%lJU?t, 25°C IdT 10 #Wifcfi^ 48°C Ct 30 ftWX\Wc1r 5 

ridi Dfr ofCoS/^^^r 95°C 5 ^ffij&pflfti-s r. £ K «fc 9SJ&£f?it£-t!r,PCR 

ffl cDNA^Sr#fc 0 

cDNA £f| 2 |£PgcD PCR KfifrdW Lfc„ PCR KJiSfi, DEPC water X" 5 
fg#|R L fc PCR ffl cDNA 5/zL, TaqMan Universal PCR Master Mix 6.25 mL, 
200 nM TaqMan Gene Expression Assays "7°n— :/ 0.625 n L, H 2 0 0.625 ju L CD 
Rj&3fST?fTofc: 0 KlS&ftEU 50°C 2^^*5ctt^ 95 0 C 10^W©RjCSSrfTV\ ifc 
V^-C, 95 °C 20#^> 55°C 20 fJ>KJ, 72°C 30 & 40 "tr^f ? /Vfjo tc 0 — 
XXfy*?^ -e — te, T 2 ^ 5: ^S'J^ffl fcte TaqMan Gene Expression Assays 
mixture (ASSAYS-ON-DEMAND, Mm00802455_sl x T^^A i^rAXItJ; 
■9 fllf A) <SffflV\ j3 -act in Hy^ffi (Cfi TaqMan Gene Expression Assays mixture 
(ASSAYS-ON-DEMAND, Mm00607939_sl, 7 4 Y Jri/^"T A X£t J; <9 fli A) 

3. — ^ «5*f^'fe 

#it^^-(D^S^t(T?rif & 5 ^ml^CDfi^Ui, SK-0V-3 CD mRNA ^ 

$rfflV^Tit^ofc 0 #ft*fBjatS|c"T?05te j F-^S,fi(i, tfe**|a»k Ct (threshold 
20 cycle \% <D Wi&X'fo <0 , PCR — ^<£>^J£^jli~S 0>l£i&3?& PCR CD1M 

^^Sfc-CfcS) £rHmbfc 0 #*3NHiattci::*5tt Sr'-x 5 ^©^B^iSriS -acting 

25 ®^t£tfc£it^tfc£<AJttfe£ permutation test ^i«9iTl\ P<0. 05 CD & CD £ 

^cd^s T^^^a. m&tem (2.5) izit^xmnm (5.6) m^-c^* 

73 



10 



15 



WO 2007/015569 PCT/JP2006/3 15563 

gk&^m-rz^ttf ptmt teste bb, x^umm^Mtmnx^smm^m^-t 
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if m <d m a 

t ^st£-e 5 £ w W -r 6 ^ , 

2. M^^^ifiiWm^PJS-r^XfMt , 
3 XfM £ , 

« « * <7) ik w m *5 ct u m m 4> © ^ & ^ m -c s ^ n it a w tsc & m ^ -r s x m 

15 ir, 

25 1 ~ 3 mvf*La>— rlt-f£«6CD^-fi 0 
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8. JR&mfa-?&t>tl>fclbL t &&<Offlfe&s in situ A^ytJ^f-V 3 y|:J; 

9. J^&JM^ig;b;JxfcikW^$y;£;^ ^Slft rt-pcr <Qfto ^C7)T-fca, 

5 tt^Ji i ~ 3 (D\,^i*tifr— m^mm(o^m 0 

1 0. ffijK^CDjfiiWito^'J^^ CD31, wVF, CD34, CD105, CXCR4, CD146 S CD133, 

KDR *3 KIT frbfj:Z>mi>>bm9l&1nZ>'J?ti:< t h — o<»W&&W&. 

5 <b CD -Cfe 5 > 2 * 7c (4 3 \Z_UML<Djjfe 0 

1 1. li^OAftOi^^, CD31 (D^m&mWlZft 5 <kc7)^£>3 N |f^3l2 

2 % fc it 3 ti|E«i©^feo 
1 3. MM^P <DlhLtgm<Dmj£7fi, in situ -f ]) if — 3 ^Jd £ «9 f? 5 

15 14. ffi^tf ©ifiLW^COSy^^, RT-PCR "9 ft 9 fc©T*fc5, ffjfcJS 2 

i 5. ifiiWff^Pfi*^K^, vegf u±7*—*i-—&ffl.mv!i9£X'&>z>, m^mi 

— 14 (D^-m^— lIt-ffi«cW^&o 



20 



16. VEGF Hr^°^ — 4f|3J.W^M^^ 
— «5£ ( I ) 



R' 

I 



(I) 



a x" y Y Kr5 
o 



[5£ ( I ) *K Af4, ^ 




R 11 N' ~N 



.12 




25 
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10 



15 



20 



25 



-S0 2 NR 6 -tS^5i, S;-NR 6 S0 2 -tt$^5i, ^-NR 6 C 



V>-Ct> cfcl^ 3 ~ 1 OMf 
t5 ; 



ONV all v a12 (^^, v all fi, Tks^Jjp:^-, E^S^tLrv^<b i^Cj 
/i^/i^ IiS^tLt^t'f)J;v^c 6 _ 10 7y-;H, I^S^Lt^t 

tJ^5~l Ol^rnr y — /^^fdfig^S^WLT^Ttj £1/^ 3 ~ 1 0 

ei^S^^TbTV^Tt J:V>C 2 _ 6 T/^^r — /l^S, gl&X^^ LTV^T t =fc V> C 3 
_ 8 >^ C2 T/V*;vm. tM^^"tt^-CtJ;V>C 6 . 10 7!J-^S > 



7^n^-^I$t(iItl^tbTV^-Ct J;^C 3 _ 8 ^^ o7^3dr->i^f 



A 1 



R 1 1 fis tK*!^^-, 
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5 ; 

IcR£-#-5 ; v al5 te, tK*J!^^, tK^S, ttS^tLTV^Tt)<^;^^c 1 _ 6 7 
/u^/^M, ItlMtLT^ttJ;^c 2 _ 6 7/^^/H > Itl^ttt^ 

til^f UT^TtJ:^C 6 _ 10 7!i-;H, El^S^f tTV^ttJ: 
ItlS^tt-Cv^fci;^v ? -C ] _ 6 7;^7^yS, /Jvi^/^S, ts 

JV jjf 3f ^ fc figi&X W b T V > X t> X V > C 2 _ 7 T /V n ^ -> # =. & 




(st^K r 3 «s Tk^JJiC^-, g^S^liLtv>TfcJ;^C 1 _ 6 7^^;H, gj& 
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=>3fv^ g^S^^FLT^T^ =fcV^C x _ 6 T 7^/1^/1^ g 
/i^^v^/^zjf- ;^fcil^-CONV d 1 V d2 (5^, V d j *d £t/V d 2 (i, 

io ^ti^rim^L L-x^mw^-g. fctegi&s^ lt i^t t £ c , _ 6 ryp^^s 

20 /^^'— ; 

R 5 f±, Tk^J^, S^S^tLt^ttiV^C!.^^^^!, gt&££WL 
Ti^T t> <fcv^C 2 . 6 7;i-^^/H, f ftS^tbt^T'b i^C 2 _ 6 7;i-^^ 
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1 7. VEGF Hr^- ifPflW^M^, 




[5£ (II) ^ RMt 5£-V x -V 2 -V 3 (5£ef» % v'li, gm«2:WLTV> 

5£- S 0 2 NR 6 -Tr^^tL^^ 5t-NR 6 S 0 2 --C^£tL<5^ *t-N 
6 «:, tK*J^T-, g^^^LT^-C^ iv^C 1 _ 6 T/^-^/^*^7tttgifeS^^^ 
r 2 «, ->7;S, ttS?rf LTV^tt iv>c 1 _ 6 7;vn^->s x ^/v-^drV 

ONV all V a12 (^tf 3 , V all «, 7kMm^, tUS^f LTV^Tti^d 

"Ct^T t> J; V^C 2 . 6 7;l/^--;i'S, lUS^I'tt^T t><tV ,v C 3 _ 8 ->^ d y 
;v*>l>^ g^S£#LTV^-tt i^Cg.! 0 T V — /H, g^S&WLTl^T 

^^M^T-vm^mzMM^-z ; v al2 te, tK*^, Ili^f LT^ 

25 T JzV^C j.eT^i, IftS^f Lt^Tt)J:^C 2 _ 6 7^^-;H, 
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.j->^P7;V^I, gi&^&^T bTWC^ iV^C 6 _ 10 ry— g&X 
R 7 R 7 



(i£4b R 7 *3J;t^R 8 «, ^^n^bTTkiitJiiC^ An^^Sf, ->7; 
g^X^WbTv^Tk J^c 2 _ 7 r->^S, g^r£^^bTV^T'bctV^C 2 

_ 7 T/l^=i^r^^^/-X — ^S^fcfi^-CONV dl V d2 v dl *5«t^V d 
R 3 *5ctl^R 4 «, ^n-€tLMAlbT7K*J^^-, gj&K^W bT^Tk iV^C , 

Tv >,_ ct)j;v^c 2 _ 6 7^^-/1/1, gl&K£W bri^-ck iv^c 3 _ 8 */9 vT 
;u*cjum. gJ&S^iT bxv^-c t J; v^c 2 _ 7 r^/i-S^^fig^S^^b-rv^ 

TV^T & J: l^C 2 _ 6 TA^^/i^ IftS^tLTV^tfcJ;v^C 2 _ 6 7/l'^ = 
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10 



15 



20 



25 



^blfm5^^<ti)-o©i^s^L-c^-cti^) ~efc6, fibril 7 

1 9. R 1 #M f/I^llfcliS 




,a2 




3 ; R a Mi, 7< h^->5, ^ h^^S, l-t°ny v^^/H, 1 - t°-< V 
20. R ^suM~£tcn 2 — ^ h 3r v-^^^XTrfc'S, ft l 7 icffigccD 



2 1. r 2 as * 



tfci^-CONV 31 1 V a 1 2 (j£4M V a 1 Mi, TKUffHS 



fig^X&iT LTV^T t> «fc 3 ~ 1 Ol^ffK^rnf SS^t*t 



^Mf Ltv^t'bJ;^c 2 _ 6 7/^^S, iftS^f LTV^•c^)J;v^c 2 
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2 2. R 2 ^i/7ySffcttit-CONHV a16 V al6 «, TkHfJl^ C 

2 3. R 2 i5^-CONHV a17 V 317 ^ tK^MT"s Cj.eT/^/H 

2 4. R 2 M-CONHV a18 (5£cp. V al8 «:, tR^J^^-, ^f^Stfcli^ 

2 5 . Y 1 *^ 



26. R 3 *3 £TJ*R 4 7^7kitJjjl^-C&>3. f#^Jg 1 7 ^fe^CO^?fe 0 

2 7. R 5 ^7k*JjfC^ c ^eT/V^r/Vm, C 3 _ 8 > ^ u fcfi C 6 _ x 

1 7 \zmwL<vjofe 0 

28. R 5 #M^vl^ ^^/^£^7cf±^^ p/ D fc°/P&-C*>3, fi^rl 1 7 



R 
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2 9. VEGF Ut^- — if PS^^W^. 
N- (4 - ( 6 - ->7V - 7 - (2 -y h h - 4 -=*y ]) ;V) Or 

2-7^^-a7x^/l/) — N' - (4 — >>'l/7, 
5 N-(2-^nn-4-((6 - v^T / - 7 - ( ( 1 - y ^vV — 4 - y vvW) 
y h^r-vO - 4 -^r/ y /W) — N ' — n^°a tVl->7 l/T, 

N- (4- ((6-*>7V-7 — (((2R) -3- (v?xf/U/> y) - 2 - fc 
Kp^^7°ntVP) ^-^r->) -4-^f-y jT^vO -N' - (4 

10 N- (4- ((6-->7;-7 - (((2R) -2-fc Kn^r">-3- (l-t°n 

D-^y) 7°c2tvi^) -4-^f-yy/p) ^^r^y) y -n' - (4 

- ysvJru y =c y 1/7 „ 

- 7 -y h ^y- 6 -^y y ^^/i-^de^ ^ h\ 

15 4- (3-^bp-4- (-yy u ^ y /v) TSiy^^y^ 

*»-7- (2-^ h^ri/xh^^) - 6 - y y >-7J A^>-y- ^ K\ 

N6-^^P7°Dlf/l/-4- — 4— (((^>^ P7°n t>7 5 / ) 

#^^-,^) r^y) ^^y^y) -7-y y y*^*>t^ 

20 N6- ( 2 -y h ^v-m^W) — 4 — (3— ^nn — 4— (((y^ P7°n t°/l/ 
7?/) tJ/PtF; — yl^) r^y) y^y^-y) - 7 - y h =3riy- 6 - ^ y y 1/$>JV 

N6- ( 2 — T'yP^-n ^n^-/l^) -4— (3-yap — 4— ( ( ( */ 9 u y° n \f/v 

t ? y ) #/i^~/iy) r^y) y x: y ^y) -7-y h^y- 6 -^y y j^/p 

25 h\ 

N6— y h^ri/— 4— (3— ^nn — 4— (((y^ p7p t>7 ^ 7 ) 7J^# 

7>;y) 7xy^y) - 7- y h^y-6-^-y y y*/v*>t^ F\ 

. N6-^f;V-4- (3-^pp-4- (((->y o7o tV^T 5 J ) 7J/^*' — 
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N6-if^-4- (3 — ^ o n — 4 — D7°o t>7 ^y) 

4- ( 3 - y/V^ru - 4 - (^7D7 P nt>7$y*^^^) 7^/7x7 
5 ^vO -7- (2-^ h^r^xhdrv/) - 6 -=*-7 y l/UAstf^y- % Y\ 

4- (3-^nn — 4— (is 9 a y°v M°/VT % 7 tuv^=-;v) T % 7 7 ^ 7 *r 
v-) -7- (2 -fc Kn Y^r-y) - 6 - ^7 y y*/i/*>t ^ H\ 

4- (3-yna-4- (y^ P 7n t°/W7 ^ 7 *^#'^^) 7577x7^ 
-» - 7- ((2 S) - 2, 3-v^t Kndrv-^o fcVV) Jr^r-y- 6-^r7 !) 
10 /WJl^U-^ K> 

4- (3-^crn-4- (^f/V7^7*/^-/V) 7;/7i/^-7) -7 
-7 h^r-7-6-^7!J^/H>t; K 

4- (3-7dd-4- (xf;V7^7*^'-/V) 7;77x7^f-» - 7 
-7 h*i/- 6 -3f 7 y ^/WaK^r-fr 5 K> 
15 N6-7 (3-7DP - 4— (((if;V7^7) #/W3j?~/l7) T 

5 7) 7x7^'» - 7 -y h^r^- 6 -df-y y ^^7/l^#dr1h^ H\ 

4- (3— ^nn — 4— {-y 9 u~7 u \? >VT ^ / tvi^^jv) T ^ J v ^ J *c 

*/) - 7- (2 -J. h^v-^ h^v") - 6 -=3r7 y ^^/V/K^i^^ H\ 

4- (4- ((i/^o7nk>7^7) #/l^xw^) 7^7 7x7^^) — 7 — 

20 ( 2 -y h^rv^ h =^v-) -e-^yy^/^t^ k, 

N — ( 2 — — 4 - (( 6 -*/W^^ /V— 7 — 7 F^">-4-^7 

Jr^i/) 7x-;i/) — N ' — v-y C2 :7°C2 tVl^"7 W7, 

N6- (2-t Ko^r^xf/V) -4- (3— y n n - 4 - ( ( ( -> y n IT 3 n fc° 
JVT%/) %jVt£=-jV) 7^; 7) ^rc/^iy) - 7 - 7 h 3f y- 6 - 7 V yjJ 
25 /l^^U"?: K\ 

4 - (3-^oo-4 - (l-7°ot>7^ 7*/^'x^) 7^77x7^^) 

-7-7 h^ciy- 6 -^r7 y v^/i^^i^ h\ 

4- (3-7DU-4- (c i s -2-7^to-77n7nt°^7^7)&^ 
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^-/l^) 75/7sy*-» - 7 -y h^rv-- 6 — 3r y V i/^/Vtf^iJ- ^ K, 

N6-^f/V-4- (3— ^nn — 4 — (((i/^ n^n t>7 $ / ) 77/^t}?~ 
/W) T^y) 71/^-^) - 7- (2-^ h^rv-^ h^r-» >-#7^ 

5 N6-y^-4- (3-^nn-4- (((xf/l/J^/) 7 5 

y) ^W^vO - 7-^ h^rv'-6-^/ !J>^/l/*>t^ K, 

4- (3-^00-4- (v-^ P7°P tVUT 5: J ft jVOfr^-jV) 7 5 y 7 =c J *c 

- 7 - (2 - (4 -^/w^ yy)x h^vO - 6 -^y y ^^/i/^^-^ 5 h\ 

4- (3-yacx-4 - ( 2 ;l/7 ^ / 7 5 y 7 31 

N6 - (( 2 R) ff7t Kn-2 -7^~/py ^vu) - 4- (3-ynp-4 

- (((y^-^T^y) r^y) 7xy^'» - 7 -y h 6 - 

4— (3— 7/i^n — 4- (xf />7 ^ y 75 /7x/^y) - 

15 7-y y y*/^*>t5 H\ 

4- (3-ynci-4 - (((i/^n7o^7$;) TJ/VjKxwIO 7 
iy^r-» - 7- (( 2 R) - 2- t K^^ix- 3 - ( 1 - fc°n y >V ) 7°n/if=Jf 

N6-y^A^-4- (3-^00-4- (((> W;/) # /V/tf xwl/) 7 5 
20 y) 7i/^r^) -7 - ((2R) -3-7x^7;/-2-t Kn^r->/D*° 

yy*^*>t5 F\ 

N 6 -y ^71^-4— (3-^00-4- ^/l^ — zW) 7? 

y) 7x/^r-» - 7- ( ( 2 R) - 3- v^^vl^T 5 y - 2 - fc: Kp^ ^7° /}? 

^rv) -6-dt-y y y^;v#^t^ K, 

25 N 6 - ^=f-jV- 4 - (3-^00-4- (((> 7? 

y ) 7x; df-v) - 7- (( 2 R) - 2- t Kndfy- 3 - ( l - t°o y >?y ) ^° 

. N6-^f;l/-4- (3-^00-4- (((iW^;) 7; 
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y ) 7 ^ y *r v-) - 7- ( ( 2 R) - 2 - t K n v-- 3 - ( 1 - t°n ]) is y ) -? 

N6-^f^-4- (3-^nn — 4— (((^ W;/) #/l^^ /U) T 5! 
y) 7^y3r7) - 7- (( 1 -y sf-fr- 4 - t°^y vvW y h^rvO -6-df-y 
5 y 7#/l^=5r^ 5; K\ 

N6-^f/V-4- (3— ^no — 4— 7) #/Vtf?~A,) 7*^ 

y) 7^y3f7) - 7- (( 1 -y ^/u- 4 - t°^y vvi^) y - 

N — (4- (6-->T7-7- (2 -y b^^^ b*c-» 3r 
10 ^v/-2-7;^n7x^^) -N' — is 2 p7°d t°/U fj7 1/ T , 

N- (4- (6-^77-7- (3- (4-^e/l^yy) 7°ntf*cy) -4- 
^/y^) t^v/7x-;l/) — N' - (3- ^-/U^/Uy^^/V-) 7^=-jV) <7 

4- (4- ((^7n7 5 nt>7$y) — /P) 7;/7i/^-» — 7 — 

15 ^ 6 -^7 y ^ H\ 

4- (3-7/l^n — 4- ((2 - 7^toif ^7 5 7) 77/1^' — ^) 7; / 

t 7 31 y - 7 -y h^^y- 6 -^y y vTJ/i^^r-y- 5 H\ 

N6- (2-xh^yxf^) -4- (3-ynn-4 - (((y^/l-T^y) 

^yix^zn/k) r^y) ^^y^riy) - 7 -y h^^- 6 -^y y ^TJ/i^^-y-^ 

20 h\ 

4- (4- ( 3 — zn^/H? U-f K) -3-7^^13-7x7^-7) -7— y h 
^r7^;!J7-6-i;/Vf>7!J Tisy K (2-y7 7xf^) 7^ K 

N- (4- (6- (2-77yxf^) 7J/W^-f/l/- 7 -y h^v'— 4 - *c 
25 yy/1^) ^7-2-7/^071^) -N' - is? n 7°n fcVP [7 

;^ib&6»^it^£;ft&'>&< £ ^-o(D^^^, t L< te^c7)l|iS^lft^.I 
3 0. VEGF Ut7°7- ^rT— ifPfiW^W^. 
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V) —7—? h^iX- 6-^;jl > # /V Jj? 5 K, 

4- (3— (xf/l/7 5 7 = /V) 7^/7x7^^) —7 

Ne-n^-7-4- (3-^an-4- (((i/^n/nt>7^y) 3> 

4- (3— W^y*/^'^) 7U7i/^^) - 7 

-y h *sr*s— 6 -^7 y V^yV^dfi^- 5 K 



N6-^ (3-ytnn — 4- (((if/>7^7) T 

57) 7x7^i/) -7-^ h^y-6-^7!Jy7J;^^t5 K 

3 1. VEGF — *c1— ifPfiW^K^ 4 - (3-^od-4 - (v^n^ 

Pt>7 5 7^/Wf=-^) 7U7i7^) -7-^ h^y-6-df7 U 

3 2. VEGF Iz-fe^ 9 ^ — if P£$^lW^ % 4 - (3-7on-4- (~>-?v7° 

p t>7 5 7 7577x7^^7) -7-y h^-y-6-^7 U 

>*/\stf*c-y-\ K©7^y7/^y||)|t'fc5, fibril 5 KlESttf^iSfeo 
3 3. VEGF U±-7°? — — ifPl#^K^. 
— ^ (III) 




(III) 
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[5£ (III) R 11 ^ TkSiJ^, fi*ftS^rWb"CV^T'b«tV^C 1 _ 6 T^^/t' 



; 

£ ; 



1 1 



R 5 fi N tK^J^^-, g^S^iT bri^T^ J^C^eTA^A^ gj&K^iTb 

T 1 t>«fcV^C e _ 10 Ty — ;isM, fi}&S£^r bTWT^ =fcv^ 5 ~ 1 Ol^rnT y 
5 ; 



3 4. R 1 1 ri* 



^^LTt^tJ;l^/-C 1 . 6 7;^7^yS-eJ?5, f»*rg 3 3 
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3 5. R 11 tf£iT<DWi&:&&fabmt£ftZ>'Pte< ^t)-o©tM^tLTV^T 




X 





S 
li 

o 



HO 




N 



HO>V 




10 



15 



3 6. R 1 ^Sj* 



r^N A r^N A 



3 7. R 12 ^7K^®^-efe^, SfsfcJg 3 3 \Z.UWL<VJjfeo 

3 8. v a 1 a &mmm*-v*>z>. m^m3 3 \z.&m<o%m 0 
39. A n ^^gj|f-c^5, it 3 3 Kmm<D^m 0 
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4 0. R 4 #s 7 kijfm^--efc£, »3ft^3 3 \ZLfSM<0^^ 0 

4 1. R 5 ^c 1 _ 6 T/^^r/l^S^7t«C 3 _ 8 i/ 9 PT/V^Stfe5, lt*Ig 3 3 

4 2. R 5 ;3M ^/W^-CfoS, ff3RIR3 3 \Z.UWL<D^m o 
5 4 3. R 9 ^7K^J®^-efo?), Ii^^3 3 \^W.WL<Djjfe 0 
4 4. VEGF \s-\zzf# — df^- — ifP£$#)K^s 

5- (2- (((4-t Ko^'>-4-^f/Wt^y v?y-l->f/U) 

10 N 1 5 - ( 2 - ((4-t Kn^->t°-< \) >V ) T 5 7 

-4 — try vvi') ^-^f->- i h- i — >r k— /i^/i^^-y-^ k\ 

(2- (((4- (t°n!i^y-l-^;W) fc^JJi^-l 

—4M ts}VT$=-j\>) r^y) t°y v^^- 4 --Y/i/^-df-v-) -iH-i — r >- k 

15 (2- (((4- (t°^y ^y-l-^7l/) t^y v^y- 1 

N4— (4- (1- W^/) i;;U^^;l/-lH-5-^yKy^) 
20 df-v— 2 - t° y vvv) - 4 -^e/^/J^ U >i;/V/^drf- 5 K 

4 5. VEGF \/- A Z~7 $ — 3c~f~- — ifPE^^K^s 

(1) N- (4 -7^^- 2 — 37/1^0 7xr:^) — 6 — * h V — 7 - [2 — 
25 (1H-1, 2, 3 — h y 7/ — JV— 1 — f ^ h- ^rt/y y-4-7 

(2) N- (4 — 7*0^- 2 -yjV^ru 7x^;l/) -6-^ 7- [(1 — 

y ^/l^t°^y 4 -^fA) y h^r^] ^ft/!)y-4-7^, 
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(3) 3- [(2, 4-^^/H: , n-/V-5-^H /-^UV] - 2-<4> 

(4) (Z) - 3 - [(2, 4 - ^vW- 5 - (2 -ir^rV- 1 , 2 — v 5 1 Kn^ 
^ K— /V- 3 -4 V fls* =f->V) -lH-t°D-^-3 ( /V) -/nt°^7 

5 ? 7\/y H\ 

(5) 5- (5 2-^-^V- 1 , 2-v^tFn^yF-^-3-^ 
Dfy^f^) -2, 4 - v>/- ^-/U— 1 H- t°n- /l^- 3 — # rf? dr y y ^ T 

(6) N, N — ^/V^ II v'V 3 - { 5 , 6 , 7 , 13 -x h?k Kn - 9 — 
10 [( 1 —*<3-A,zc Y^r-y) - 5 —Hr^y— 1 2H—fyf/ (2, 1 -a) 

fnn (3, 4-c) ^/w^-yv-u-^A/} /ntvu^r/K 

(7) 3- (4— ^n^E-— 2, 6 - -yV fVHrvi -^<y -y /Vy^^r-y) -5 - [3 — 
(4 - y — 1 ;V-7*J-;V) — K] yf 7y-;V-4-* 

A'tffdr -> y y ^ T\yy K 7; F\ 
15 (8) N- {2-^aci-4 - C(6, 7— h — 4 - 3^ V* y ~yV) 

(9) 1- (4-^nnT— y/) -4- ( 4 - fc° y *StV* ^vU) :7^^^>\ 

(10) N-{2-^PP-4-[(6, 7 - h^y- 4 - / y /U) 3r3c?y~\ 
■y^=.;u} — N ' - (5 3 --f y=3rf-y y/V) ^7, 

20 (11)4 - [(4 — - 2 — p< ^/W ^ K — /V— 5 Jr5-i/~\ -6 

-y h*is—7— [3- (fny^y-l-^;W) ^p^^] ^t'/Jjy, 

(12) 6- [2- M ^/l^/W^^/l^) 7x=:/l/^7 7-/V] — 3 — E — 
[2- ( fc° y *yy- 2 --</>) xr^/V] -fy^^K 

(13) 5 - ((Z) - ( 5 - y jVOru - 2- t^y-l, 2 — S^fc Kn-3H--f 
25 y !if» p*^vl") -N- ((2S) -2-fc K-o^'>-3-^* 

y > — 4 — >C ypy°n fcfVw) - 2 , 4 — ^-/W— 1 H- /W— 3 — #/WJj?3r1f- 

. (14) 3- ((^/ y y— 4 T/l^y ^-/W) 7%J) -N- (4- ( h U 7;l^t 
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(15) 6- (2, 6-^^DD7x^) -8-^^/^-2-7x^/^7^ / 
-8H-t°y K[2, 3 - d] t°U ^ v?^- 7 

(16) 2- ((1, v 5 ^- 3 --f/^y* f-jV) T 
5 ^7) -N- (3- (MJ7/i/tn^f^) y^^/W) - 3 - t° y v?>--^7yp#^ 

(17) 4- (4- (4-^DD-7x=/V7^/) -7P[2, 3 - d ] fc° 'J ^ 
^ f /^7 ^ h\ 

10 ( 1 8) N— ( 3 - h V ^vl-- 4 - 7 n a 7^^^) -N' - (4 - (2 

-yf^^/w^^/kty ^f-^v- 7x=/v) ^i/7\ 

(19) 4-7;/-5-7 /P-^" cz — 3 — (6- ( 4 - y ^"/W— t 0 ^<^ v> V- 1 

-4jv) - i H-<yxv > ^y-/i/- 2 - ^/p) - i h— y y ^- 2 -^-^ > 

(20) 4 - (4 — (1-7^7-1-^ ^vV — rc^/V) -7^^/W) - 2 — (4 

15 - (2 — ^evv/Jn y 4 — 4 As— ^^-fv) -7x-/v7^/) -t°y 
— jvi$=^ h y/K 

(21) [6 - [4 - [(4 -xf^t°^7 v 5 ^- 1 >V) y ^/^] 7x^/1^] 
-7H-t°no [2, 3-d] fc° y ^ i? > - 4 - A - ( (R) -l-7x^/kx 
f-JiV) 7^y 

20 (2 2) 9 - (3-t Kn^r^Dt" 

/V) -6H, 7H, 1 3H-^yf7 [2, 1 -a] k°DP [3, 4-c] #/W*y* — 

( 2 3 ) N- ( 2 , 4 - -s7)V3rxi 7 3L=-;V) — N' - { 4 - [ ( 6 , 7 ->>y h 

y^) 2 — /W !7U7, 

25 (2 4) N- [4- (3 - 7^ 7 - 1H — < 1/ & V* — ;V — 4 — A-) 7x^/1/] 

-N' - (2 -T^/l^u — 5 — y f/l^7x^/l/) #U7\ 

(2 5) 2 — y ^/P— 6 - [2 - ( 1 — y ^-/W— lH-^f 5: ?*S—As— 2 - 4 

-fiy [3, 2-b] t°y f/^^y] -^yy' [b] f t7xy 
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(26) (R) -1- (4- (4 - 2 — p« ^-/W— 1H f V K— )V— 5 

--f/l^^vO -5-^f^t°on [1, 2-f] [1, 2, 4] 

5 (2 7) (S) - ((R) -1- (4- (4-7 ;V3rv - 2-^^-jv- l H-4 > K 

— )\>- 5 — T/V^-^iX) - 5 ^vHfn n [1, 2-f] [1, 2, 4] M)7 
6 -4 s^yf^-i/) ■J'n^y- 2 -T 5 / 7°n/NV K 

(28) 3 - [(4 -^e/l'tf; y V — 4 -^;l/-7x^^7 ^ /) — p« — 

10 (29) 5-[[4-[(2, 3 - v 5 ^ 2H->f is?"/ — tV— 6 — 

^y^r^y] \? y i? is — 2 — 4 /is] - 2 -y ^vw<^-£ yr 

(3 0) (3Z) -3- [6- ( 2 — V > — 4 — < ;V=c h*c*» 3r/V>- 

2 (1H) -^y-rV] —1, Kn-2H-^yK-^-2-ty 
15 *5=tt^ 

(31) 2- ((2- ((4 - (4- (4- (tert - ^ A-) T — V / ) 7 
aLj^r-y) - 6 - y h=¥iX- 7 - / y /V) Ir^is) .^=f-/U) T;7) - 1 

4 6. JkWff^P-fr^^W;^ taVEGF — JrC^-CfcS, it #35 1 ~ 1 4 (DV^ 

4 7. fetVEGF inffc/^ 2C3 antibody , IMC-1121b N IMC-18F1, IMC-1C11 

25 *JS4 6C|Bi^fe 0 

4 8. jfiLW£r£ffl.**Jffa s * JJtVEGF taft-CfcS, It^JS 1 ~ 1 4 mvf tbj&»— m 

.4 9. fi-i VEGF tfCfW, ^^Xvyt?fc5, 89*9* 4 8 SciSifccO^&U 
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5 0 . ik^Sf^Pa^^K;^ PI88, AVE-0005, EG-3306, RPI-4610\ NM-3, VGA-1155, 
VEGF trap joctt^ pegaptanib sodium frb ft Z&frtbMtil £tlZ>'P?£ < th 

5 1. ifo.W»r£IB*4feflCtf5, FGF Hz:/* — tfPfiW#5® N PDGF Wir^^ — 

5 =3r-^ — ifPfi^^®, EGF Ui? :7°* — tf P£#^K, trC FGF ^-fe^^— jjC 

1$:, tftPDGF Ut/^- fetf*:. fet EGF Hr/^- fct#\ irC FGF feif*, fei PDGF 
^{*^J:TOEGFiTLf$^^^6l¥^^jl^$tL5^^< ir^-o-C&S, ft 

i~i4 ©^1* m*— m^mm<Djjfe 0 

5 2. FGF H?/^- ifpiW^K^, 
10 (1) 1- [2-T5/-6— (3, S-^^h^r^^ai ~/l^) - t° y K ( 2 , 
3-d) - 3 -tert-^.^/V^ U7, 

(2) 1 -tert-^^vP- 3 - [2- (4-^x^7^/) /V7 ^ / - 6 

- (3, h^rv'7x —/I/) - t° y K (2, 3-d) t° y 5; 7 - -f 

15 (3) (S) — ((R) — 1 — (4 - (4-7/^n-2-^f;W-lH-^y K-^ 

- 5 -^/^^tvO -5-^f^t°Dn [1, 2-f] [1, 2, 4] MJ7-^ 

- 6 —^/V^-lris) 2 —>t— JU) 2-7^y7°c/Vx-h > 

(4) 4— [4- [N— (4-x hn7xx^) ^A-/^^ A] — 1 — tXyv/r 
/V] -6, 

20 (5) 4-7^7-5 —yjv^ru — 3 - (6 - ( 4 - ^ ^vW — fc°^^ 1 - 

(6) 2- ((2- ((4- (4- (4- (tert --fJ-jV) T =■ V / ) 

^rvO - 6 - ^ h3r^- 1 J y /V) ^-^JV) T ^ J) - 1 — J 

25 *5 £ TJ 

(7) (Z) -3 - [(2, 4 - ^VW- 5 - (2-t^y-l, 2-v>fc Ko-f 
y — 1 H — fc° n — /U— 3 — AO -7nt't->7 
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5 3. PDGF Hr/^ — ^f-"^" — £PJliiiF#jSC# s > 

(1) 4- (4-^f^t°^7^>-l-^^^f^) -N- \.A- yj-jV-Z- 

5 [4- ( 3 - 1° y v?y>) try * v^- 2 —4jvt % y ] 7x^;>] ^yfyr^ 

(2) 6- [2- f/V^/W^/f/W) -7 =i=^/VX/V7 7- -3 — E— [2 

- (t°y v?^- 2 —4 tv) m^-yu] /K 

(3) 1- {2 - [5- (2-^ h^r^-i h^r'» -^V^ ^/-/V- 1 

io -4 /is] -*y V >- 8 -^f/W -t^y>?y-4-^/v7^y, 

(4) 4- [4- [N- (4--hn7i-/V) #/l^<^e^ /V] — 1 — fcV<7 

/v] -6, 7 - v>y h y 

(5) 4 -T ^ J - 5 - -y/V^ru - 3 - (6- (4-^f/W-^7i/y- 1- 

-f/i^) - i H-^y7V 5 ^V— /v— 2 — -f/w) - i H-^f-y y ^— 2 — 

15 ( 6 ) (4 — tert — ^^/W^rc^/V) {4 - [(6, 7--y7 U^) 

(7) 5-^^/1^— N— [4- - 4--f y^rf 

(8) trans- 4- [(6, h ^ ->^r J 3rlJ- y y - 2 - -< /V) T^y] -> 
20 ^ n^df--y-y — 

(9) (Z) - 3 - [( 2 , 4 - ^vu- 5 - ( 2 — >t*i-y — 1 , 2 — t Kny 
y K-^-3-y !if yyf/i-) - l H— t°n — /u — 3 — -Y/V) -y°vi\fyr=^y 

(10) 5— ( 5 — -yjVJrxJ. — 2 — 3r5r y - 1 , 2 — t Koyy K-^- 3 — 
25 ^ yfy^f^) -2, 4 — v 5 ^ 'f'jV— 1 H — t° n • — /V — 3 -^/I'^^rv' D *y 7 

(11) l- (4-^ncr— yy) -4- (4 - t° y vvi^y ^/v) yy^^yy 
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(12) N- [4 - (3 — T H-^f yy'y'^/V- 4 — >f AO 7x-^] - 

N' - ( 2 —yjvirxj. — 5 — J zr.z=-;v) ut 

5 5 4. EGF U-fe:/* — ifPfiW^W^, 

(1) 4- (3 -7 n C2-4 - 7/^D7x^7^ 7) -7-^h^-^-6- 

(3- (4-«u/) /"n^^^-^-t/yy), 

(2) 4- (3-xf^7i^/V7^/) -6, 7 — If* (2-^ h^r^x h 

-=¥^-y* y >\ 

10 (3)N-[3-^uo-4-[(3 - ^=3f ->] 7 ^AO - 6 - 

[5-[[[2- (/• ^vl^/l^ — /IT) m^/lTJ 7 * y] ^ ^/i7] -7=y is— 2 --f A] * 

t/y 4 - r ^ 

( 4) N-[4 - [N- ( 3 - ^ n n - 4 -~7 fV^ru -7 ^^/v) T;/]-7-[3-(4 

-^a* y —a) yn^^r^] y 6 — >c /ht ? y AT $ K\ 

15 (5) (2E) -N— [4-[ ( 3 -7 n P - 4 -:7/l^n 7^^A) T ^ 7 ] - 3 - 
77 7 — 7 — J- h^is — 6 - V — A] - 4 - (v^ f;V7 - 2 - 7^ >" 

(6) [6- [4- [(4 -m^^t 0 ^^ v 5 ^- 1 --fA) 7- ^- A] 7x^] - 
7H-t°PP [2, 3-d] t° y * v^- 4 --TA] - ((R) -l-7x=/Hf 

20 A) 7^ y, 

(7) (E) -N- {4-[3-^nn-4-(2-t°y A^ h^7) T~ y 7] 

-3-77;-7-if^->-6-^y y^w -4- (5?>w?;) -2 

5 5. j/l EGF l/t7^ — tfiW-ifi ^ "br !7 3f- v"V 7^ ^ panitumumab, raatuzumab, 

nimotuzumab, IMC-1 1F8 :fc5 J; MDX-447 ^ f> & 6 t¥j&»E> il^R $ ifX 5 'Pt£ < t 
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5 6. ff*rg 1 ~ 3 cD^-ftL^— m^m^(Djjm\Z$ol^X{£.m-fZ>tlfr(D* y h 

£t a-SMA Jn{£, tfCT^^fclf*. tfC^^ KD^ffViiiti/Dft^!) #^4 
5 }5tf£, jTL^^tf^^ffc, ^#^X^^>^:&=fct>l7L PDGF l^-fe^^-fei 

f*^^^5^^^W$tL5^>^< bt>— o^r^tp. MIENS' K 
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